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1. INTRODUCTION

In the period since that covered in the last Annual

Report, eight new compounds have been submitted for testing

by WRAIR. These have been examined for blood schizontocidal

activity and, in some instances, the compounds have also been

studied in drug interaction experiments.

The problems which we had experienced with cytoplasmic

polyhedrosis virus in the mosquito colony have been largely

overcome by a continuing programme of treatment of the stock

cages. Transmission of malaria through the mosquitoes is

better now than at any time since the colony was established.

A reassessment of the comparative usefulness of

chloroquine resistant strains of Plasmodium berghei and

P.yoelii as models for P.falciparum has led us to revise our

method of calculating resistance indices (190), and a new way

of demonstrating quantitatively the degree of interaction

between two drugs, where one compound has no antimalarial

activity in its own right, has been developed.

2. ADMINISTRATIVE EVENTS.

Staff employed on US Army funds are as follows:

Senior Technologist/ - B.L.Robinson 100% Time

Research Assistant

Techicians - Ms A.West 100% Time

- Ms J.R.Cox 100% Time

Secretary - Mrs B.A.Sargeaunt 25% Time

Mrs Sargeaunt has recently retired, and the part time

secretarial post has not yet been filled.

Other staff associated with the project but not

financially supported by USAMRDC are:

Professor W.Peters (Principal Investigator) 20% Time



Dr D.C.Warhurst (Biologist) 20% Time

Dr S.L.Crnft (Electron Microscopist) 10% Time

3. CHEMOTHERAPY STUDIES

3.1 Evaluation of data from drug interaction studies

Until recently, our studies on drug interactions have

been involved with pairs of compounds, each of which possess

significant degrees of antimalarial activity in their own

right. Determining the effect of compounds like these upon

one another could be done easily by constructing Isobolo-

grams, which illustrated graphically the presence of

synergism or antagonism.

It has, however, becoming Increasingly the case that

interest in using compounds such as calcium channel blockers,

which have little or no inherent antimalarial activity, to

influence the action of chloroquine on chloroquine resistant

parasites has provided us with pairs of compounds in which

only one drug has a direct antimalarial effect. Clearly, this

prevents the construction of a conventional isobologram for

use in analysing the interaction between the two compounds,

since the presence or absence of synergism can only be

demonstrated by this technique when the EL 9 0 uf each of the

pair is known.

To overcome this problem we have devised a method to

illustrate graphically and to quantify the influence of an

antimalarially inactive compound, eg Verapamil, on the

activity of a known antimalarial, eg chloroquine, in our

rodent model.

Graphically, this is done by plotting the ED 9 0 of the

active partner against varying dosage of the antimalarially

Inert drug on a simple graph which also has a line indicating



the ED 9 0 of the active drug drawn onto it. Figure 1

illustrates this principle and shows how the different types

of interaction present themselves by this technique. The

single compound ED 9 0 line may be bounded by the extreme

limits of confidence and points falling within this zone are

indicative of a total failure to influence the activity of

the antimalarial partner. Synergism is demonstrated by a

graph which drops away from the ED 9 0 line toward the bottom

axis, whilst if antagonism is present between the two

compounds the curve will rise progressively as the dose

increases.

Figure 1. Graphic illustration of drug interactions where
only one of the paired drugs possesses innate antimalarial

activity.
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of inactive compound on its antimalarial partner is made by

calculating the Activity Enhancement Index (AEI). This

involves a simple calculation in which the ED 9 0 of the active

compound alone is divided by the ED9 0 of the paired drugs at

each dose of the "inert" compound.

For example, in order to directly compare the

influence of a second compound on the efficacy of

chloroquine, we compare the ED 9 0 of chloroquine alone (CQ)

with that of chloroquine combined with the test compound (CQ

+ "Drug X") i.e.

CQ
AEI =

CQ + "Drug X"

In effect, this regards the activity of chloroquine

alone as representing an AEI of 1.0 and enhanced activity

resulting from the combination of chloroquine with a second

compound produces an AEI value greater than 1.0. This will

apply whether the companion compound possesses antimalarial

activity in its own right or not, and regardless of the cause

of enhancement e.g. synergism or reversal of resistance.

Similarly, an antagonistic interaction would lead to the AEI

being reduced to a value lower than 1.0.

The use of AEI analysis not only permits a direct

comparison to be made between a series of compounds in

separate experiments, but may also be used to indicate the

dose of an individual compound which produces optimal

enhancement of activity.

3.2 The role of chloroquine resistant strains of rodent

malaria In experimental chemotherapy.

Our preliminary studies on the effect of calcium

channel blockers, which used Verapamil as a representative



compound, were carried out on the highly chloroquine-

resistant RC strain of P. berghei. No evidence of any

activity was detected with Verapamil, neither alone nor in

combination with chloroquine. However, when these experiments

were repeated using P.yoelii ssp. NS strain, marked

potentiation of the effect of chloroquine was noted, although

Verapamil alone still produced no reduction at all in the

parasitaemia. This phenomenon was also experienced with other

Verapamil derivatives which were examined by us in our role

as a World Health Organisation Reference Centre.

We have long felt that P.yoelii NS is a better model

for chloroquine resistant P.falciparum than P.berghei RC (see

Peters et al., 1975, Ann.trop.Med.Parasitol., 69:155 - 171 ),

and when these experiments were repeated using NS strain,

marked enhancement of the activity of chloroquine occurred

with most of the Verapamil derivatives. These results, which

are compatible with those previously obtained with Verapamil

itself used .n combination with chloroquine in vitro against

chloroquine resistant strains of P.falciparum, help to

confirm the value of the NS strain as a suitable in vivo

model for P.falciparum.

When these observations are considered in conjunction

with the data obtained in our cross resistance studies, it

becomes clear that not only is P.yoelii ssp. NS strain a

superior in vivo model to P.berghei RC for P.falciparum but

that, for the purposes of studies on blood schizontocidal

activity and resistance, direct comparisons should not

normally be made between P.berghei N strain and the NS

strain. This constraint also applies to resistant lines

derived from these two distinct species.
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Table 1. A comparison of blood schizontocidal activity of a
range of antimalarial compounds against P.ber-hei N strain
and P.yoelii ssp NS strain. ED90 values are expressed in
mg/kg X 4 sc.

ED 9 0
COMPOUND N STRAIN NS STRAIN

-------------- ------------ --- ---------- ---
CHLOROQUINE 3.1 56.0
AMODIAQUINE 2.6 18.0
PRIMAQUINE 4.8 8.4
MEPACRINE 4.6 18.3
QUININE HCl (po) 118.0 290.0
CINCHONINE HC] (po) 125.0 220.0
QUINIDINE HC1 (po) 31.0 195.0
MEFLOQUINE HC1 (po) 4.6 7.2
HALOFANTRINE 1.1 1.0
ARTEMISININ 4.2 10.0
PYRONARIDINE 0.7 1.2
PYRIMETHAMINE (ip) 0.12 0.13
SULFADOXINE 4.4 0.26
FANSIDAR * 0.32 0.1
CYCLOGUANIL 3.3 6.9
MENOCTONE 1.4 4.5
FLOXACRINE 1.0 0.6
CLINDAMYCIN 36.0 55.0
DOXYCYCLINE 2.7 98.0

* PYRIMETHAMINE : SULFADOXINE (1:3)

It is apparent from Table 1 that the normal response

or the NS strain to a substantial number of antimalarial

drugs differs significantly from that of P.berghei N strain.

These inherent differences dlso influence the resistance

patterns of strains resistant to specific compounds which may

be developed from these and, therefore, the response of any

of these derived strains should only be assessed against the

appropriate parent strain. For example, the ED 9 0 of

chloroquine against the mefloquine-resistant NS1100 strain is

27.0 mg/kg. If this is compared with that of the N strain

(3.1 mg/kg ; 190 = 1.0) then one would say that an almost

ninefold resistance to chloroquine has developed in the

course of producing mefloquine resistance (190 = 8.8).

However. when the comparison is drawn with the parent NS

a



strain, wh'-.ii has an ED 9 0  of 56.0 mg/kg, it Is immediately

apparer' that in fact approximately half of the resistance to

chloroquine possessed by the parent strain was lost in the

process of producing the mefloquine resistance (I90 NSllO0 =

0.5). This same principle applies to any drug tested against

resistant lines.

We have accordingly altered our previous practice of

comparing all strains employed in blood schizontocidal

activity tests with N strain to derive resistance factors,

and in this and future reports we will be making comparisons

with the appropriate parent strain. Summary sheets will

therefore show two series of data for each compound in order

to give as accurate a picture as possible of patterns of

resistance.

3.3 Blood schizontocidal activity studies

Results from the blood schizontocidal activity tests are

summarised in Tables 3 to 5, and detailed test data are

contained In Tables 6 through 20.

(i) BK73252 and BL47346 (WR numbers not known)

These two compounds were tested for activity against

P.berghei N strain, Nl100, Q, KFY (resistant to mefloquine,

quinine and Fansidar respectively), the chloroquine resistant

P.yoelli ssp. NS and the artemisinin resistant ART (derived

from NS).

BK73252 was the more active of the two compounds with

an ED 9 0 in N strain of 0.08 mg/kg X 4 sc. Slight resistance

to this compound was observed in the Q and KFY strains (190

values : 2.5 and 2.4), but since this compound is tolerated

at doses In excess of 100 mg/kg the therapeutic index is

probably still very good. The NS was only slightly less

ft



sensitive (ED9 0 : 0.15 mg/kg) and the ART showed a level of

resistance comparable with the Q and KFY.

BL47346 was appreciably less active (ED 9 0 N strain:

7.9 and NS: 9.0 mg/kg). The other resistant line3, apart from

KFY, showed some resistance, ranging from an 190 value of 2.3

in the Nl100 to 4.6 in the ART strain. The KFY strain was

slightly more sensitive than the parent N strain (I90: 0.7).

(ii) Floxacrine analogues

Three floxacrine analogues have been received for

testing. The first, WR 243251, has a similar level of

activity to floxacrine against N strain (ED 9 0 : 1.5 mg/kg X 4

sc). No cross resistance was observed in the Nl100, Q and KFY

strains of P.berghei, or in P.yoelii ssp. NS and ART.

The other two analogues were isomers of WR 243251. The

R-isomer (WR 250547) was much less active with an ED 9 0 of

83.0 mg/kg in N strain, but the L-isomer (WR 250548) had a

level of activity through all the strains comparable to that

of WR 243251.

(iii) Fusidic acid)

This compound was tested for blood schizontocidal

activity prior to investigating its potential use in

controlling cytoplasmic polyhedrosis virus in our mosquito

colony. Slight antimalarial activity was detected against N

strain (ED 9 0 : >300 mg/kg X 4 sc).

(iv) Nifedipine (WR 255695 AE) and Diltiazem (WR 255693 AC)

These two calcium antagonists had been identified by

workers at WRAIR as having an enhancing effect on the

activity of chloroquine against P.falciparum in vitro. Prior

to investigating this aspect in vivo, both compounds were

tested for inherent antimalarial activity. Nifedipine was

inactive at 100 mg/kg and Diltlazem hydrochloride showed only



very slight activity (ED9 0 : 540 mg/kg) against the N strain

but was inactive against P.yoelii ssp. NS at 100 mg/kg X 4

sC.

(v) Phenytoin (WR 014044)

This compound was also submitted in connection with

combination studies, although the hypothesis advanced was

that simultaneous treatment with phenytoin and chloroquine

would result in antagonism between the two compounds. Some

blood schizontocidal activity was detected when phenytoin was

tested against the N strain (ED 9 0 : 150 mg/kg).

3.4 Cross-resistance studies

Our extendid studies of the cross-resistance patterns

of twenty-nine different sensitive and resistant strains of

rodent malaria subjected to treatment with a range of twenty-

one antimalarials is now nearing completion. Data trom blood

schizontocidal activity tests are included as Tables 25 to

103 and complete results of the cross-resistance studies

completed to date are given in Tables 21 to 24.

3.5 nrug interaction studies

3.5.1 WR 014044 and chloroquine

As a result of the clinical failure of chloroquine in

the treatment of P.faiciparum in some patients receiving

phenytoin, the hypothesis had been advanced that an inter-

action occurs between the two compounds effectively enhancing

the parasite's resistance to chloroquine. In the in vivo

rodent model, using P.yoelii ssp. NS strain, this did not

prove to be the case. Indeed, phenytoin possesses some anti-

malarial activity in its own right and a clearly synergistic

interaction was shown when chloroquine was administered

simultaneously (Figure 2 and 3).



3.5.2 WR 255695 and chloroquine

Combination therapy with these two compounds (Figure

4) produces no more than a slight enhancement of the activity

of chloroquine against the NS strain.

3.5.3 WR 255693 and chloroquine

Simultaneous treatment with Diltiazem hydrochloride

aand chloroquine has little more effect than treatment with

chloroquine alone in the in vivo drug interaction test

(Figure 5).

3.5.4 WR 250547 and WR 250548

A drug interaction test was performed to investigate

the possible effects of administering these two isomers of

the floxacrine analogue WR 243251 together. A high degree of

synergism was obvious with this combination (Figure 6).

Table 2. Activity enhancement analysis of some WRAIR

compounds combined with chloroquine. Verapamil data are

included for comparison.

L ON BN No. I WRAIR I Dose ED 9 0 CQ I AEI

-------- ------------- I-------
12109 IVerapamil hydrochloridel - 23.0 1 -

I I I 1.0 28.0 0.82
I 3.0 21.0 1.10

II 10.0 12.5 1.84

30.0 8.0 2.88

------------------ ------ I--------- I------I
12164 IBL 518311 014044 - 1 27.0 1 -

I 1.0 23.0 1.17
3.0 18.8 1.44

10.0 14.2 1.90

30.0 7.6 3.55

---- ---- ---I------ I---------I - - -
12142 BL 486561 255696 AE I - 25.0 1 -

1 3.0 16.0 1.56

I 1 10.0 17.8 1.40

30.0 17.5 1.43

60.0 15.5 1.61

I--------------------- I------I---------I------I
2113 :L !'657 255693 AC 21.0

I I 1 3.0 24.0 1.00

I I 1 10.0 24.0 1.00

30.0 23.0 1.04

60.0 16.5 1.45
- - - - - - - - - - -- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

2
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME R ( . 25 _)

OR NUMBER ..... .2 . . . PARASITE (SUB)SPECIES

FORMULATION .......... UTE OF ADMINISTRATION : SC/+PfPO/+V

MAXIMUM TOLERATED DOSE (MTD) .?... MG/KG X-t.

Strain Daily dose No. of No. of Mean control (10mg/kg DO-D+3 mice -experiments parasite rate % Control YPRV

0 1 00 I ±D t (=>

0 _02 O sO __-± 4,0

_,_0_, _ - 1, t 0 ,4.

0> ,' 0,01 --_0o

t 10 22,{

ED50 (range) 0,05(0,0B-3O, 12)

ED90(range) 0,0 S(0 ,04 -0 .1i)

Resistance factor 1901,.0

0,03 - 5,1 ± 09

0
0 10- O,__ __ 0___ ±__,o

ED50(range) 0,0{O3(,{ - 0 5)

EDgo( range)o 1 (O3 * )-0 )
Resistance factor I900 ,(9

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 7

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (B K 7252)

OR NUMBER ............ !.L.. ....... PARASITE (SUB)SPECIES ... .....

FORMULATION ).I§.1 Q ROUTE OF ADMINISTRATION: SC/-f-PPOf-t-

MAXIMUM TOLERATED DOSE (MTD) .. I..).. MG/KG X ...

Daily dose No of No. of Mean control Ireated PRQ0
mg/kg DO-D+3 mice -experiments parasite rate % Control PR%'

0 ,01 :D -__I_,__ +__,

O, 03 S - .3

___O, o S __ _ _- 40,9' - I4,7
01) SO ____ __ _3

0' %  5 0,9 t14,:7

1, 0 S 0,o C-:,:s

ED5 0 (range) 0,05(OOi- O -

ED9 0 (range) 0 , _ ( ,0 _ 5 ,
Resistance factor 190 2

o,oI 0 - '

_ _ _ - _ o , S _ _ _,__ _ _ _ _ _ _ _ _

0'35 S __ __ __ _ __ __

,o3 5 -__ _ _0 _ _

ED5 0 (range) 0 , (01 0 4 - 0,12

ED9 0( range)C), 19(0,13 - 0, _

Resistance factor 1902LV-

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

19 . . .. . .



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME ( 25 < -q -3 -- 5 2)

OR NUMBER S ......5 PARASITE (SUB)SPECIES S.,.

FORMULATION *g.L 1.. Q/.Hr Q. ROUTE OF ADMINISTRATION: SC/+P/O/I;V

MAXIMUM TOLERATED DOSE (MTD) ?....0 MG/KG X I.

Strain Daily dose No of No. of Mean control Ireated 100

mg/kg DO-D+3 mice -experiments parasite rate % Control PRWO

_ 0.01 5 too t IS

3O23 5 -

IS - -5

__ _,__ __ _ 5 -___ _ 34- +_ 2,4

1,0 5 -__ ___ _ _ _ 0

~.I C) 1 21 _

ED5 0(range) ,O-q ( 0 , 0 ':, 0  II)

ED90 (range) 0 , 15 ( 0 ,0 -4 - C 15)

Resistance factor Igo (10

0.01 5 - IO

0, 03 5 - oo

0. 100i~ 11 . . ..

I,_ _ 10 5 - 0, .A -± 0\

ED50 (range)O,(( 0 , 2 .- , 2)

ED9 0( range )(O ,' (O , -0, 4')

Resistance factor 1902,5

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE

(BLOOD SCHiZONTOCIDES)

COMPOUND NAME WK (

LON 2i14-OR NUMBER ............................ PARASITE (SUB)SPECIES . . .

FORMULATION H ROUTE OF ADMINISTRATION : SC/-fPiiP4

MAXIMUti TOLERATED DOSE (MTD) .. (.(. MG/KG X

Daily dose No. of No. of Mean control Treated PR1 0Strain mg/kg DO-D+3 mice -experiments parasite rate % Control

1,0 5 -10 to hI

N to 5 - +4±-,-

- 002-± 001

_I L T1 ,_

ED50 (range)-3,9(3 ,tA- -4.

ED9 0 (range) 97,( c) CS

Resistance factor I 90o O
I, 0 5zZ4±B

5, 5- $9'. + 121

N 1100 100- 4g 1- l,
300- 0 ± 4

10 _ _ _ _ __ _ _ _

ED50 (range) 3 ,9(1,9- is,

ED9 o( range)12,5(:, -t3o0

Resistance factor 190 2-3

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 10
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (^-P &L 1 44346)

OR NUMBER L...J 2..-. . . . PARASITE (SUB)SPECIES

FORMULATION ROUTE OF ADMINISTRATION : SC/PtP&lrIV

MAXIMUM TOLERATED DOSE (MTD) ?!.Q.Q. MG/KG X 4.

Daily dose No. of No. of Mean control Treated PStrain mg/kg DO-D+3 mice -experiments parasite rate % ontrol PR 100

1.0 - 4_,_ ± S1,

._ -I, _ _5_ _ 4(,2 -± Io
___ _ 5 S,0 ±2,-i

.1 0

ED50(range)3 ,( 1 , - 12,')

ED9 (range)3 0.5( ,5 - IC)S

Resistance factor 190 39

_1 o S T81O ±9.0

1,o) 5 54:, S 14 -_

K F - l O O , 5 - _

O,O S - O 0 Oo'
__ Io D,

ED50 ( range ) 2,Z( I '- e ',- i

ED9 0(range) 5,-j( 3  o Io-II)

Resistance factor IgoO,-

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE I

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR (BL 47 34 )

OR M.............. PARASITE (SUB)SPFCIES

FORMULATION ... Q. .A 2 Q. ROUTE OF ADMINISTRATION: SC/P/j-/

MAXIMUM TOLERATED DOSE (MTD) -'.>.0.. MG/KG X4.
S Daily dose No. of No. of Mean control -reated PRQ

Strain mg/kg DO-D+3 mice -experiments parasite rate % Control PRV 100

_ _ _1,0 5 __ _ _- 9g9 1 ,

_ S , -

_____ ~10 __ __ _ _ _

ED50(range) 5 ,.

ED90 (range) 9 ,0 ( 3 -4 -12-

Resistance factor 1901, 0

I ho 5 - S_, -6_,

__3_0 ___ ___ 50 _35~±

A To 5- , t2.-0

,-_0, 1' .. . '___+,

ED5 0(range) 7,3(Z,9 - 2-0,6,

ED9 0 ( range )4/+I,0(10 , -110

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 2,4 I (eL '-I 100)

OR NUMBER L N . .1 . . PARASITE (SUB)SPECIES ' ..

FORMULATION .Iy ..... / I 0 ROUTE OF ADMINISTRATION :SC/+Pf 4

MAXIMUM TOLERATED DOSE (MTD) ... ... MG/KG X 1

Daily dose No. of No. of Mean control reared PR%v-7n
mg/kg DO-D+3 mice -experiments parasite rate % Tontro P 0R0.

C_'% 5 -__ _,_ ±4.0

b 3_ S _____ _ S +_ .,

N 2,_ -. ,i_ 6,-6
5,0 .% - C, ) -o9

-24.3

ED5 0 (range) 0,4( -(a,._0,i)

ED9 0 (range) I,(0'-2, )

Resistance factor 190 o _

__,____ 5 _ __- O L,

_ _ _ o ,3 '5 - 0_±I,

N 4_0\o 5 ,2± 2

,15_ 0,04 t 0-

ED5 0 (range) QS(o .4 0 1

ED90 ( range) l 'iI{,3 - i4

Resistance factor 190 o,

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME qR --43- (2L5oO)

OR NUMBER ...... . .--. . PARASITE (SUB)SPECIES .. "Q ...

FOMULATION . .-. . . ROUTE OF ADMINISTRATION : SC/+PPP4

MAXIMUM TOLERATED DOSE (MTD) ..>J.*. MG/KG X..

Strain Daily dose No. of . M ean control Treated PR1

mg/kg DO-D+3 mice -experiments parasite rate % Control R

,_ _ 100 -0 13-31

0,3 5 - _(_, -__ I I's

_ _.._ _ _ _ S -

_ _ _ _ 5 -_0

ED5 0 (range) 0,4(o',_o''

ED9 0(range) C) osoS-

Resistance factor 190 C),_r

o,0 S - __o _-0,_

\(,OS - o'o : o,oi

EDo(range) 0 5 ( 2,4.

ED9 0(range) ,4( L, -2)

Resistance factor 190 0o

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 14

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR243- 251 (13L-2-o1C)

OR NUMBER ...LON.2 .... ...... PARASITE (SUB)SPECIES

FORMULATION .x 9k ?H 0, ROUTE OF ADMINISTRATION :SC/4-fH+

MAXIMUM TOLERATED DOSE (MTD) .. ).. MG/KG X

Strain Daily dose No. of No. of Mean control IreePRvn
.mg/kg DO-D+3 mice -experiments parasite rate % ntrol PR%

, 9- - 5,o
Q 1 -2>,( + - ,

NS i.o C) , ,rO 5- O,___,_

~I D 20,

ED50 (range) 05(OZ-I, .o

ED90 (range) ,o( 0,-',

Resistance factor 19 ,Co

o,!S 116/5 ~

ED50 (range) Q,6(tO23- i, )

ED90 (range) ,

Resistance factor 190 -

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 15

(BLOOD SCHiIZONTOCIDES)

COMPOUND NAME V.0K 2-50547 'BL 2' )i5S)

OR NUMBER LO9N 2-1(al........ ..... PARASITE (SUB)SPECIES I ......T

FORMULATION .)~ ~~..10 ROUTE OF ADMINISTRATION :SC/44P/44-P

MAXIMUM TOLERATED DOSE (MTD) .19..MG/KG X ..

Strain D~aily dose No.~ of N.o Mean control Treted PlRt 0 0mg/kg DO-D+3 mice *experiments parasite rate % nCtiitVPRV'

1. - S25 t± 3-0

3- 12- t- 4-C)3.

10.0 t S2.1

ED 5 (range) 10.3(8.0- is.'
ED(range) 8 3 0 (0 5 .0 LUS

Resistance factor 1 90____

ED50( range)

ED90( range)

Resistance factor 1 90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1(0

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WrR 25054- 5L 29151

OR NUMBER ..O.N ,,o.. PARASITE (SUB)SPECIES

FORMULATION .... ROUTE OF ADMINISTRATION : SCIIPtO,1V

MAXIMUM TOLERATED DOSE (MTD) .>..-. MG/KG X ..

Strain Daily dose No. of No. ot Mean control Ireated PR 0mg/kg DO-D+3 mice -experiments parasite rate % CntrolPR%"

o.I '5 _____-.-

0.3 S _,.' -" S.3

NS SS ' -2.-3

S-0 S 2 .1 t 0.-

_~__., 10 2_G.

ED50(range)q(3 0 -I )

ED90(range) 23,0( l-- 11

Resistance factor 19.

ED50(range)

ED9o(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1-7

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WPN 25OS4S ( BL34v7O)

OR NUMBER ...... ..... PARASITE (SUB)SPECIES

FORMULATION - .V\)C 1 / . n ROUTE OF ADMINISTRATION : SC/fPG iV

MAXIMUM TOLERATED DOSE (MTD) ...... MG/KG X .'..

Strain Uaily dose No. of of Mean control Ireae
mg/kg DO-D+3 mice -experiments parasite rate % ontro R

0, 3 S - c5,o

S _0_ _- IDS S-o,3
\0,0 S - O,|i7± 0,0

_____ _____ 24. _ __ _

EDso(range) O,(Oa',- I'

EDgo(range) 2,0( (

Resistance factor 190 1,0

O,_ S - 6 16,

__ _,__ __ 5 - 91!?,

N0,0 . - 1,3.

10 __ _ __ _ _ _ __ _ _ _

ED5 0 (range) O,+( 0 , -1

ED9 0 (range) 2 5 ( 0  -7,"

Resistance factor 1 90112

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 19

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME W 25OS4S

OR NUMBER .. 21 ........ PARASITE (SUB)SPECIES .

FORMULATION ......... ... ROUTE OF ADMINISTRATION : SC !P/iP* j-

MAXIMUM TOLERATED DOSE (MTD) .?A .. MG/KG X '..

Strain Uaily dose No. of No. of Mean control Ireated PR%,,lO0
mg/kg DO-D+3 mice -experiments parasite rate % Control PRV'

_:_ _ _ _ 5 - 100
_ _ 013 !5 -:A__5 ± 14 ,

c) 1 36 -±2, 1
2). o 5 0 fO -+ o o

ED50(range) 0, 6(o1-- 0___

ED9 0 (range) 0,( 0 ,5 .5 )

Resistance factor I go _

2>C) S,! __ _ - '.

,05- Ig0 ± 1,

_____ _______ 5 - Z , +

ED5 0 (range)oG,6( ti)

ED9o( range) l' .(\2. -2.>

Resistance factor 1900,

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 19

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME , 250 S4- (

OR NUMBER ........................... PARASITE (SUB)SPECIES -

FORMULATION .7. -UP/.A )A..1.)-_ ROUTE OF ADMINISTRATION: SC/iPf,,+V

MAXIMUM TOLERATED DOSE (MTD) . )P.. MG/KG X .

Daily dose No. of No. of Mean control Ireated PR vStrain mg/kg DO-D+3 mice .experiments parasite rate %Control PR O

0 3 5 - _0 __,

ED 0 5 range c_, 04 .I,4S

ED5Q(range) 22(± -,

ED9 0 (range) 2,0( -- 5)

Resistance factor Ig0 1,O
0 S - 1O00± 0,3

__ ____ __ __ -__ 9k,,0 +- ', (o

Prncpa Investgator Prfso ___ _ __ __ _ __ __

AR[lO5 ___ _-__ __ _, o -i- 0,2
10,0 5 -___ _0 ,o1 i .O

ED50 ( range) l,o'( C)z- 0,

Resistance factor 1900,C

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 2.0
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... N ....I.. PARASITE (SUB)SPECIES

FORMULATION ... . .. , / ROUTE OF ADMINISTRATION : SC/iftPOM

MAXIMUM TOLERATED DOSE (MTD) .>... MG/KG X .

Strain Daily dose No. of No. of Mean control Treated PR7v nnmg/kg DO-D+3 mice -experiments parasite'rate % Control 00

30C 5 t S I -,

N lo~o -- 1.

11_______~jV02- -s -lh-'4.

ED9 0 (range)>3C 00

Resistance factor 190

ED50 (range)

ED9 o( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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APPENDIX 2

CROSS-RESISTANCE STUDY DATA
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE -32

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ROQ e............. PARASITE (SUB)SPECIES .
eT 

.e .eeo We - -
.o 

.s .e .. .a~ e o

FORMULATION .Y....../J. .. WOUTE OF ADMINISTRATION : SCI?/?CI

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X

Strain Daily dose No. oT oo Mean control ratR1Tj10

mg/kg DO-D+3 mice -experiments parasite rate % ntrol-PR%'

3.0 __-3. t 5.s

MFY . _ _ _ _ - __.1 ± o.t
30.O G " oo * 0.0;
(0,o0 - 0

ED 50( range) 2.3(1,1 - 3-0)
ED90(range) S,3(4-, _-,-6

Resistance factor 190

ED50(range)

ED90( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 33

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. ..-.............. PARASITE (SUB)SPECIES ......

FORMULATION . /_..9. ROUTE OF ADMINISTRATION : SC/IPPV,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Tr P %,I
mg/kg DO-D+3 mice experiments parasite rate % trol

3.0 ____.9 ± "2.9

10,0 S _.'_ "- -. 4

k y 30.0 .. - o..±O03

_00.0 S -0

ED50(range)o.( 0.,- 0ot)

ED90 (range) 3 ,9 ( 10 - 5.J)

Resistance factor 190

3.0 S 91.74 ± 19._
10_o_ 10o £ - t. -..

PFMA B0o 0 - 1,.1 -.(0

1000 0 .

ED50 (range) 9.0 ( 5 5 - 190 )

ED90( range) 2 .0 ( -.5 .

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 34
(BLOOD SCHIZONTOLIDES)

COMPOUND NAME

OR NUMBER . ..o mine .............. PARASITE (SUB)SPECIES ......

FORMULATION .O. ./..Q... ROUTE OF ADMINISTRATION : SC/+P-PI/-I-/

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control i OCmg/kg DO-D+3 mice -experiments parasite rate % tro

3-0 5 50.0 t .

l0,0 5 - 59.Z -io.0

NAM '0,0 S - 25.5 62

10o 5 - Z ,.

10 _0,G

ED50(range) 3.0(1.3- 3 ,5)

ED90(range) 04(1 zo - I.S

Resistance factor 190

ED50 (range)

ED90(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 35

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .................... PARASITE (SUB)SPECIES

FORMULATION .Tf.i.O/H . ROUTE OF ADMINISTRATION : SC/+PtP4

MAXIM M TOLERATED UOSE (MrD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ire 00
mg/kg DO-D+3 mice experiments parasite rate % Co0ntrol0PR%"

3.0 5 72.9 ± 1-8

(0,0 5 (0_5. _5 t 3.9

SAN 3o,0 5 - 3Z-1 t ±o,
1000 S - (:,.2. ± 5.1
. - -- -- I 0 _ _ __ 2- , __ _ __ _

ED50 (range) 14.0(3.3 - 3,10

ED9 0( range) SZ0(I"2 - >1000)

Resistance factor 190

*30 5 -_ _.8 1-6.
____ 0O S _ _ __- LG2.2 ± G,'4

MPS 30-0 5 I - o -. S
100,0 5 - 44-.- 0.,

g 10

ED50(range) 30,0( 135.0 - -go

ED90 ( range) 4 SO(2.1 0 - 100

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

44.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 36

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . .......... PARASITE (SUB)SPECIES .; ..'.. .

FORMULATION T . /.A .. ROUTE OF ADMINISTRATION : SCf-tPtro

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Treated 100
Strain mg/kg DO-D+3 mice -experiments parasite rate % Control PR

____o __ S - 0o0 t9.%

3,oS "S69.b +- Io.2.

___ _ .0 s 3(.6 ± 1O2

__ _0 ~ .0 S-- -t2

10 4r.,9

ED50 (range) 22.0(4.,-"40. )

ED9 0 (range) 6so(140 - 1 O0 )

Resistance factor I90

ED50 (range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

49



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 37

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER A b.w..e........ PARASITE (SUB)SPECIES .Fk 2 4

FORMULATION . ....'0/.h,9. ROUTE OF ADMINISTRATION : SC iP#Wi

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No of No. of Mean control Ire
Strain mg/kg DO-D+3 mice -experiments parasite rate % ontrol PR

3.0 5 _ _400 -IS.G

10.0 5 -- 0, 40

PF, MA Wo.0 5 0

100,0 5 0

10 -___ _ 6 _ ___ _

ED50 (range) 3.1.1- tic,)

ED9o(range) 62 (+C) - (,O)

Resistance factor 190

3,0 5 _._t 4.0

10.0 5 -t_3.1 ± IWO,

NAMi 20,0 5 _ -___ 3o4 :-.

100,0 5 -__s6 -G,5
___ _ __ __ __ _ 0'( _ _10_

ED50(range)11,5 ( , - 4O.)

ED90 (range) 350( S5.0->I000)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE .

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ............ PARASITE (SUB)SPECIES P" .V X1...

FORMULATION Txy. .-... .. Q. ROUTE OF ADMINISTRATION : SC/i-/P12,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X

Strain Daily dose Io. of of Mean control Treated P O

mg/kg DO-D+3 mice -experiments parasite rate % Control PR

3.0 5 95,5 - 2.9

10,0 S .0.4-± 1.5

SAiM W*)o 3' , 2±

(00.0 6 is ± 41-

ED50(range) 19.5(10,5 - 48-O0

ED90 (range) -Z( 9 . - 16S~

Resistance factor 190

3,0 5 - 7.c6 ± 9.3

1010 5A t__ _- 33 5,C

MPS 30,0 5 - 49.5 t 3,5

100.o 5 _o,__40.2 2 ,

0 I) 9.'5

ED5 0 (range) 2( ,- 0,0)

ED9 0 (range) 5 10 ( Ii0- tfOo

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 35

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ............... PARASITE (SUB)SPECIES

FORMULATION ROUTE OF ADMI;41ST AION :SC/+PjPI-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain aily dose No. of- o. of Mean control Treated PRxOcmg/kg DO-D+3 mice experiments parasite rate % Control' PR

_ 3,0 S - 100 ±T.5

_o _ _o_100 5.2
___O__ __O __ _ - too ',IO.3

ED5 0(range) > 1o0

ED90 (range) > loo

Resistance factor 190

ED50 (range)

ED90(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 40

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WK 2'S 25 5 AV (iB3 3 3>o>

OR NUMBER . ........ PARASITE (SUB)SPECIES

FORMULATION .. ' P.,.. ROUTE OF ADMINISTRATION : SC/-I-Pf,-,-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

S Daily dose No. of No. of Mean control I1t1edPR7
mg/kg DO-D+3 mice -experiments parasite rate % otrol PR "'

o__ _o.0 ___ - I~ _

0.0__ 0 5 __C)__tC__ 7

PF. A 7 4 _-_,_ ,
1.0 5 -

00 S -_5_/__ _ _ ± 15.2

ED50(range 2,1 (0.5 - 1o,2

ED9o(range) 9 o, ,(0 _-->(0

Resistance factor 190

0 t03

,S c_- -30 6

5 -_0

10 "D00

ED5 0(range) ODI(c. 0- 21)

ED90 ( range) 0,-25(0, 14 - 0, S)

Resistance factor I

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

G3



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE +I

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 22S2-S A" 0iY o _3U

OR NUMBER Lo 3. Y ........... PARASITE (SUB)SPECIES

FORMULATION .. W sa? ..FHO. ROUTE OF ADMINISTRATION : SC/4P/+O-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of N. of Mean control Ireated PR%,0mg/kg DO-D+3 mice -experiments parasite rate % Control P' 0

003 3 __100

, 5 -__ _ _, _ _-__5_

_ _ _ _ _ _ _ _ _5 _ _ _ -. - ,:

_ _ ,_ _ _ _ 5 _ _ _ _ _ -__ _._ __

,O5 -__ __ _

ED5 0 (range) O, 2:I( 0 , 1? - 0

ED90(range)o )4 - ( 0 "2 _1 -o ' ['2)

Resistance factor I0

__,__ _ _ _ _ _ 5 _____-_g,

3,o5 - 0

ED5 0(range) .0 ,I-a (, 0 Q.0

ED9 0 (range)0,-( 0 ,2_1 ,?)-U

Resistance factor 190

Princip~al Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

lp I I I I 2 4 -



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 4-2

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR, 223s3 5_ AA (E53 3o663

OR NUMBER .. .i C.S.............. PARASITE (SUB)SPECIES ......

FORMULATION ~ .ROUTE OF ADMINISTRATION :SC/4P--OI

MAXIMUM TOLERATED DOSE (MTO) ........ MG/KG X

Strain Daily dose No. of No. of Mean control Ireated P 0
mg/kg DO-D+3 mice experiments parasite rate % Contr-PR- " 0

()o -0- S 9,9 ± 5."a>
o,_ __ __ S 2,0_i T,8

ORA 0 S 911 -± k-9

11C_ 5 0 1__03

_ 0_5 -_0,15 ± Oil

ED50(range)0 ,1(.0, - 0,. )
ED9 0(range)0, (0z 1 -. I )
Resistance factor 190

020" 5 - lO± -I,2
0__ _ _ 5 - 113 2-

- 3.5,a
EO Ng , , _ 5 -_e

z)

ED50 (range)ct4(O 9  o

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

SS~



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 4-3

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME R, 2: -2 A 3C6

OR NUMBER ............ PARASITE (SUB)SPECIES ..,AX.;..

FORMULATION . ..'.( ./ .C ROUTE OF ADMINISTRATION: SC/I 'fPG94

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control I reatedPR 0
mg/kg DO-D+3 mice -experiments parasite rate % ontro 00

0,03 ____-_ 00 Lt

o,___ S _ 48- +0 -124

_____ __ ,_ _ _ s -_____..& t I,

E09 0 (range), ( IOC) - ,

Resistance factor 190

ED50(range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

06 .



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME \ R, 2:12 2_ 5 AH (6:s GO63)

OR NUMBER ............. PARASITE (SUB)SPECIES .. .....

FORMULATION . .. ? . ROUTE OF ADMINISTRATION : SC/+PI--/4V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. o. of Mean control Treated PRl
mg/kg DO-D+3 mice -experiments parasite ra'te % Control PR%"' 00

0103 -S _ _, _ _ _ _9,_

N_.__ 0, 5 __,___ ,

_____o,_____o,5--
It _ _ _ _ -'

1,. .i s 'i

ED50 (range) 062 ( o - 6)

ED90(range) 2,-(01 ,c - I

Resistance factor 1 90

ED50Q(Irange)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

i ni



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 45

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER PARASITE (SUB)SPECIES , ......

FORMULATION ..W.".. . .. ROUTE OF ADMINISTRATION : SC/-f1P/

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control rea O(
mg/kg DO-D+3 mice experiments parasite rate % ontrol PR

____0 (0 S6* 1013

3.0 5 54.3 ±10",

MF- 10.0 s 1 44 . ± 9.6

30.0 5 6.6 t- 2,

ED50(range) 3.4 (j,0  - 1-2.-0)

ED90 (range) 2 0 .5 ( 5 .9 - 73-,

Resistance factor 190

1,O _00 ± 1.5

3-0 S -9.5 - 159

____ 100 Z t 9(c -

00 .0 ,01

______ ~~10 SE ____

ED50(range) S.,5 ( ,7 - S-5)

ED90(range) 1),5 (4 -9.. s.s)
Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 46

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ............ PARASITE .....

FORMULATION ROUTE OF ADMINISTRATION : SC/i,PP

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Uaily dose No. of No. of- Mean control Irt T R %%l0mg/kg DO-D+3 mice -experiments parasite rate % ControlPR

_.0 5 - 0ow t .- )

PPMA 10.0 5- 1S." z 12.9

__00 5 8 4.2
10 7.'5

ED50 (range) 9,5(4. -

ED90 ( range)Z,S ( 10.0 - 4S,0)

Resistance factor 190

_,O 5 - 100 3,

3-0 5 - 5'.1 ± "

NAM00 S - 71-2 2-,

___ _ 0.o 5 4G ,B 1: ' ),'

____0 10 __ _ __ _ _ _ _

ED50 (range)15'S (5-.S -35.0

EDg 0 ( range)4.,5 ( L(,0 -100

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

G9



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 4-1

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ........... PARASITE (SUB)SPECIES .,p ...

FORMULATION . .-.t .0 ROUTE OF ADMINISTRATION : SC/+FPt

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

S Uaily dose NO. of No. of Mean control Tr(ted 0 O

Strain mg/kg DO-D+3 mice -experiments parasite rate % Cntrol PR"

ISO to -- 'O~3.

So,0 0 33e. ± 11.2.
SAM0 M,0 _3-_____

ED50 (range) 23.0( 11- - 95

ED9 0 (range) 2: 20 (sS, 0 - 40)

Resistance factor 190

ED5 o(range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

(Imm



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 413

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . k.y., .A . ............... PARASITE (SUB)SPECIES

FORMULATION ... ROUTE OF ADMINISTRATION : SC/IPiPG/V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Dai ly dose No. of , No. of Mean control Treatmg/kg DO-D+3 mice -experiments parasite rate % ntrol-PR'

1.0 to o 'S

3.o c3_94 - 19.± -S

___ __ 3.S

ED5 0 (range) 9 5 ( 5 '9-14.0)

ED90( range) .0 ( 12 . - 31

Resistance factor 190

1,0 5 _____- 54 .4a ± 11.I

____ 30 40-2tS

0s .0 5 -,
__ oo S -___ 1.~ ±04 ,

10 10.0

ED50 (range) 2"2 o' -S,()

ED9 0( range) 9.5(3 4.- ,S

Resistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 49

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .QU..........CL......... PARASITE (SUB)SPECIES Z.. 3 k.-

FORMULATION .Teq ./J 9  ROUTE OF ADMINISTRATION : S:!'P

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No of No. of Mean control Treated PR Ioc
mg/kg DO-D+3 mice experiments parasite rate % Control PR

30,0 5 9,4- ±7.4

100,0 S __ _ _- - 143

___, 3Ooo 5 2_15- R 2
(oO'O, 5 -__0__o o , o!

ED50 range) 80..O2 -20$)

ED9 0(range) I SO(32 .o -,c0

Resistance factor 190

30 ,0 5 3,_ ---7 ,

100.0 5-, ±".,

KFY O0'O 5 I - e(: 1,

G000 5 -0

ED50 (range) (0,0 (4 4 .0 - 90 )

ED9 0 (range) 130.(9S.0 - 1()5)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

G2-



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 50

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ............ PARASITE (SUB)SPECIES . .

FORMULATION T..A-.W./9,0 ... ROUTE OF ADMINISTRATION : -&-1P PO/-I4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control T i R 0mg/kg DO-D+3 mice -experiments parasite rate % Ctrol PRl

30.0 5 _ _o0 (.3

0O,0 S -___ .,_-_ _,_ _

PFIA 3o0~o 5 -___0,0_O~ 3 ±_o,3_

ED 50 (range)- 0 .0 . 1S)

ED90 (range)jl5 (2.0 -30)

Resistance factor 190
___ _ o~o - 93+-44

__ _k 00-0 52 - ~.t 4.1Noo~o5 -,3s t .
NAM 100,0 10 o,: -S 1, )

Goo'o ___ ____ - 2%.0,o _ .,

ED50(range)2 4 6( S - 4-O")

ED9 0( range)SO0(4 SO -IGO0

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

(.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 51

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... i....J. .....C.......... PARASITE (SUB)SPECIES .

FORMULATION . ROUTE OF ADMINISTRATION : &G -iPO/-I-Y

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Uaily dose No. of No. of Mean control Treated PR 10mg/kg DO-D+3 mice -experiments parasite rate % Control

30,0 5 100 ± 4.S

100,O 5 100 t 1346

SAM 300o 6 1__ __, ( -4i5,4
__ __ bOO'0 5 5"1,___ 9

ED5 0( range),+50 ( 2 0. -72,0)

ED9 0(range) jogo(6GO - I 0

Resistance factor 190

ED50 (range)

ED9 0( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 52

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... PARASITE (SUB)SPECIES
FORMULATION ... 0... ROUTE OF ADMINISTRATION SGiP/PO/-I-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

S Dai ly dose No. of No. of Mean control Ireated PR
Strain mg/kg DO-D+3 mice -experiments parasite rate % Control % 0

_0.0 5 __,.__ * ji.S

Z00. 0 S__% __ - G- -t

1000-0 S - S-*2 t 12.46oo.o 3 .3 \12.4

ID _ ____ 10-0

ED50(range) 265(to - OSO)
ED9 0 (range)) SSOO( 6 5  - > 1 000)

Resistance factor 19

3o,o S - 10

100.0 4S -k_, - 14-.

600.0o sq- t 2-4-a___ __oo. o S - 3'9.0±2- "ilO

EDsorange) .310(.14!9'- 490

EDg 0(range)9 2 S(3 -15- Zo 6)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

6S



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 53

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .,,,...... I. ... tAL . PARASITE (SUB)SPECIES "' ......."

FORMULATION T %. A .1...H ... ROUTE OF ADMINISTRATION : s+ipPO/4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
SDaily dose No. of No. of Mean control Treated

Strain mg/kg DO-D+3 mice -experiments parasite rate %Control P1

3.oo S - %.6h t 4. 4-

%00- S5 t 01
.FFMA 100o-o 4 "-1,o C) tS.1

ED5 0 ( range) 105 ( 4ro - 4 0)

ED9 0 (range) 1- 500 so - "4 3 0 00)

Resistance factor 190

o0- 100 to'

10- 0.0 t I-

NAM 3o0.0o__-4 .i \
__ __ Goo-o __-___.* 2*S,:

ED50(range) 2 2 5 (61 0 -370)

ED90( range) 6 00 (Z%- 02)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 54

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ? PARASITE (SUB)SPECIES

FORMULATION .!Y.N.9. ROUTE OF ADMINISTRATION : 5-fPO/+Y

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treate 100
mg/kg DO-D+3 mice -experiments parasite rate % ontro R

Bo.0 5 - "qs.% -t. =1a

100,0 S - -2 . L I __a

SAM , I - 44 - \ .-4
fooo. o ___-_ _______ 1.

10 _.144 _

ED50( range) 2  (156 0 - 3SO)

ED90(range) 660 ( 60 - W9 6)

Resistance factor 190

o.o S . t .
___ ____ ._ _ 'S - Gj ±I.

NMPo 5 , - 36.S t 1-1

o,q- 1,

1 !0 Ic,o

ED 50( range) Ig0(_3..,0- SOO)

ED90 ( range)yjo0 (aIso - S00)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 55

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .ON.....N......D ? PARASITE (SUB)SPECIES .

FORMULATION .Twgr0.9./H.P.. ROUTE OF ADMINISTRATION : S.f+.PO/4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. ot No. of Mean control reaStrain mg/kg DO-D+3 mice -experiments parasite rate % ontrol PR 100

Z0.o 10 - to "

100.0 5 -t__:.6 3.?

QaS ooo - o00 ± ,.,

6 ,ooo t -_o O 4-4

ED50 (range)

EO9 0 (range) NA &oo

Resistance factor 190

ED50 (range)

ED 0 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 5G

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Q.''!o" . . . . PARASITE (SUB)SPECIES

FORMULATION . ROUTE OF ADMINISTRATION : SG4/-IPO/-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Irea emg/kg DO-D+3 mice -experiments parasite rate % Control P 100

__ _ _ 30.o S ________.___ ± 14r

_____ 100.0 CS - *i~a*;
3VE oo~o - o

Me 00.0 - 0

ED5 0 (range) 4-.0 (-26o,0 - -4,O')

ED9 0 (range) 155(its - 2.60

Resistance factor 190

EDo50 (range)

ED9 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

6!)



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 57

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER , ,2 , . ,. ............ PARASITE (SUB)SPECIES . ........

FORMULATION .,,, ,Q.. ROUTE OF ADMINISTRATION : SC-JI-/PO/-V

MAXIMUM TOLERATED DOSE (MTD) ....... MG/KG X ,k.

Strain Daily dose No. o .f Mean control Jre

mg/kg DO-D+3 mice experiments parasite rate % ZontrolPR%
° 00

3.0 5 __4._ t \O-6

10.0 5 .I t 1-4

230 Qo0 5 0 .4 ±t 02

100.0 5 0,03 t 0.01

i t _...._ _

ED50(range)Z"3(. 0 - 5s )

ED90 (range)1 0 0(-3 .5

Resistance factor 190

"3 ,o _ _ _ _-_ _.__ _\(,'

i:oo s S01 o.-0 __ _o

I00,0 _ _- _0

ED50 (range) I .°(1,2 -

ED9 0 (range) 4.0(0.6 - S.

Resistance factor 190 1

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

:?Q



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 5t

(BLOOD SCH I ZONTOC IDES)

COMPOUND NAME

OR NUMBER . ....... IN ............ PARASITE (SUB)SPECIES . .....

FORMULATION .vJFZY.../H. 0.. ROUTE OF ADMINISTRATION :SC-I-PPO/4-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR%%7mg/kg DO-D+3 mice -experiments parasite rate % Control PR

3.0 5 100 ± 24,

10o 5 OR- - 040

PFrAA 3o~o 0

_100.0 5 0

0 t0o* _ _ _ _

ED5 0(range) .O(S'Z - ,.)
ED9 0 (range) .(. - .

Resistance factor I90

3.o S 51 -'s 7.3

100 4 --a / t 6

NAM 30,0 s - ,.4 t 1.1

100.0 5 - 5 .9

0ff 10 _ _ _ _ __ _ _ _

ED5 0 (range ) 4--(- 2,0 - 1,2.0Z

ED90 ( range) 95.0(41.0- Z

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 59

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .Y..F. LO ............ PARASITE (SUB)SPECIES

FORMULATION .... eAk?...0./f )... ROUTE OF ADMINISTRATION : S-4iPO/+V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PRxImg/kg DO-D+3 mice experiments parasite rate % Control PR' 10

630 0 (1O.O - ,.3

10,0 5 t (0_, __-_- .

SA ,1 30.0 5 _ - 24, -- 0t.

100,0 5 - 12.9 t3,a

___ _ __ __ __ 10 20,o G_ __

EDo5 0 (range) 5,4(.Z _,

ED90(range) 1-S(66.O -240,
Resistance factor 190

3,0 5 0- o F).-

I0,0 S ____2_-. . 23.5
MfP5 10,0 S -_ _ ,S t -b-o

1000 5 60 --4 t

__ 0 __.__10

ED50 (range) 3.0(29.0 - 138)
ED90 ( range) I<o( 2.O<- 400

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

32.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE (o

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ........... PARASITE (SUB)SPECIES

FORMULATION /. ROUTE OF ADMINISTRATION : -I-P1PO/-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PRIO,mg/kg DO-D+3 mice -experiments parasite rate % Control PR " '

3.0 ,_ __ -12.3

10,0 S _oo - 9o.-3
gryS SO 10 S S84-, i 101o5

= 1,0 S - '. -t, 7.0

,____ 4.4-

ED5 0 (range) > I0o

ED90(range) >, iO0

Resistance factor 190

ED50 ( range)

ED9 0 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

-73



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 61

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER VA. I; ............. PARASITE (SUB)SPECIES .F. %'Q .

FORMULATION ........ .. ROUTE OF ADMINISTRATION : SC/+4Peff

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated 0PR0v 1mg/kg DO-D+3 mice -experiments parasite rate % Control PR- 0

o,__ _ __ __ 0 ±-o.:

I, o _-__ _ _, _ _ _ ,

0, -0 O 6 t 04

30.0 5 - 0

ED50 (range) 2 - . .

ED90 (range) 4.B( 3 3 -9

Resistance factor 190

0 100 t I4-

30-0 t 14.4

Q 6 ,o 40,St 46.6
t~~o~o -o5 l.(: , I.

koo ~34.6 k a.)

ED 0o(range) 0 ('-4-0 - 0)

ED90 (range) 1 0( %.I_ -

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 62

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ........................... PARASITE (SUB)SPECIES

FORMULATION . .... ... ROUTE OF ADMINISTRATION : SC/ -

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daiy dose Ko. of No. of Mean control Freated PR%, 10
mg/kg DO-D+3 mice -experiments parasite rate % ControI PR

10.0 5 ______ ___4'. ± 3.

_30.0 S -S. ± 6.-

NAM (o'o S

Io T,) .0,. ,

EDso0( range) )9,0(,4 00-S I

ED90 ( range )410(10)0 --,too)

Resistance factor 1 90

ED50(range)

ED9 0(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 63

k6LOOD SCHIZONTOCIDES)

COMPOUND NAME

R NUMBER ..... PARASITE (SUB)SPECIES Y,.e5 uC-- SS,

FORMULATIONTJ ..... 149 .. ROUTE OF ADMINISTRATION : SC/iPPG7'+

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

S Uaily dose No. of No. of Mean control Ireated P%,Strain mg/kg DO-D+3 mice -experiments parasite rate % Control P 0

_ _ _ 0.3 94 -Q 12.4

0ou S 44 -. t 44,

10,o S . , ± ,4 4

10 __ _ __ _ _ _ __ _

ED50(range) 2 -3 ( 0 ,0 - C)

ED90 (range) 3 0 ,(| 0 ,- 2 - I

Resistance factor 190 

__ __ IO.o S _ _ _ - lOo ± .S

30'0 5 .1 * 2-
SPN 60,0 5 I t I 1(o.

100,0 5 -_ _ _ _ , to-2

,. ----- iC) _ ,, __.

ED5 0 (range) 12  c(lS .0  - 1-4 _

ED9 0 ( range) 46 0 ( 3 4 0 - 40)

Resistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE (,4-

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER MEPA. . ............. PARASITE (SUB)SPECIES

FORMULATION T.Itp.. ROUTE OF ADMINISTRATION : SCh4-PtPe

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ... !d PR vl()

Strain Uaily dose No. of No. of Mean control Treated PR%IO -I07
mg/kg DO-D+3 mice -experiments parasite rate % 'Control PR"'

Io.o 5 3_ ,9,

_ _ o 10 '2 40 ± ± oS

P o0 o -9.4- t 9,s
Wo~o ___ -____ ___ ± ?.I

01 :.3

ED5 0 (range) 3'0(2.45 -

ED9 0( range) 3550( 2.1S-0 S500)

Resistance factor 190

Io.0 s4 t- 340
___ __ 3o.o s __ _ _ ______ z~. +_ G. * o*

SAM ,50e -39.a -s
___ boo 5- -_ _ 30,S t 3.4

ED50(range) 2 5 5 ( j(,S -
ED90 (range) 6-60 ( 4 0 0 -20 0)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 65

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER PY. N PARASITE (SUB)SPECIES ......

FORMULATION ... .. /A2. ROUTE OF ADMINISTRATION : SCb4PAP4/4

MAXIMUM TOLERATED'DOSE (MTD) ........ MG/KG X

Strain Dai-ly dose No. of No. of Mean control Treated P lOt
mg/kg DO-D+3 mice experiments parasite rate % Control PR

o3 5 100 ±2.9

1,0 5 _ 12,4 ±80

PFM A 1-0 5 0.15 - o
10.( , 5 0

ED50 (range)O. ( 0 .5 -S)

ED90 (range) 1,2(OS - 2-6)

Resistance factor 190

0,3 5 100
I I C) 56' .- 16.

N M3.0 5 - 9.-l t -
10O ,o 5 1- 0

ED50 (range) .. (O.c -

ED9 0 (range) 2.(,( I. - -3.4)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE G46

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . . .A. IIJ.C ........ PARASITE (SUB)SPECIES

FORMULATION .. ROUTE OF ADMINISTRATION: SC/IPfPOIN

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No of No. of Mean control Treatemg/kg DO-D+3 mice experiments parasite rate % Crol PR%'

0,3 5 ___- _ _ ,3
_____o _ __ __ _ S5,2 ± 12,.4

_ 10So 5_ - 12,] -*+4-,7

10 ___,_

ED5 0(range) 1.4(0.i - 3,9)

ED90 (range) 9.0(4.1 - 25.0

Resistance factor 190

ED50 (range)

EDo( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

-35



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 67

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... t..... ........ PARASITE (SUB)SPECIES T

FORMULATION T .3./.R... ROUTE OF ADMINISTRATION : SC/+'-PeO-H

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose no: of No. of Mean control Tre P O
mg/kg DO-D+3 mice experiments parasite rate % Control 'PR

0,_S _b 9G.0 * 2.

,O 5 - 24.3 ± 16,3

NIG 3,o S - 0,002 0-o

10.0 5 - 0

10 25.2.

ED5 0 (range) O.6(0,S - G .

ED90 (range ) 1 .1 ( 0 , 3 - 1 -6)

Resistance factor 190

ED5 0 (range)

EDno( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

'go



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 162

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . ....... !N.......... PARASITE (SUB)SPECIES

FORMULATION .TY." . hQ. ROUTE OF ADMINISTRATION: &-/IP/-PO -R

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain aily dose No. of No. of Mean control Ireated PR 1 00mg/kg DO-D+3 mice -experiments parasite rate % Control-P' 1

o__ _o .0 ___ -__ __ _ __ __ __,i +- 5.2

010_3 1 1 55 :2.f± 12--

N WI&5 __ __ _ 12 E52 -: _

1 , 0 5 2. - 5

9I5 0 4-4 0

ED5o(range) 0,O(0-)9- 0

ED90 (range) Z(O5- (.

Resistance factor 1 90

E~%o~range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Depdrtment of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 6

(BLOOD SCHIZONTOCIDES)

COMIPOUNU NAME

OR NUMBER .. . ..T..... PARASITE (SUB)SPECIES

FORMULATION . XQI. b Q ROUTE OF AD,4INISTRATION : -IP/-P&

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of T. of Mean control I reated PR 100
mg/kg DO-D+3 mice -experiments parasite rate % Control R

0, 00S_ - 9i.0 -1 -,9

0,00 5 -O5 ,_t+-_ _

NS 001 __ _,5 +_5

oo3 5 t 4-I±7.o
0, 5- ,r ± 3.2--.

ED50 (range)o,0 1 (0, 0 0 S - 0.E,

ED9 0 (range)QO, 3 (Q,)-- -, 01-

Resistance factor 190 0

SH o-ol 5 Z . o I1 ,
___,o0o ___ -- ._ _ 3,_

o, -Q 2) -3
E9(ag)0 0) U___ 0_ _ __ _ _ _ __ _ _ _

Resistance factor I90 i-4-

Principal Investigator: Professor W.PeterF

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 70

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. .1..M... T.H MI.N....... PARASITE (SUB)SPECIES

FORMULATION A.Q~r ? Q o ROUTE OF ADMINISTRATION :G-/IP/P4Y-PI

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. o N. 0 Mean control Ireated PR 00

mg/kg DO-D+3 mice -experiments parasite rate % Wontrol pR O

, oo3 5 _ 9612 5,8

0.01 5 -S8__,4 t 4.c3

SPN o ,o03 5 ___. - ±--14 -

0,_ _5 -__ 4 .2± ,

ED50(range)o(,06(0.o2_ ,
ED0 (range) 03I0 5-L

Resistance factor 1902_,_

01003 5 -14.

0oo S - ' ,0 *- ',

N5 i-7os 0203 5 -, ______,

011_ 36 --

_o, \ 5 - ,,

_____ to 29.0 _ _ _ _

0, 550 
,ran 

9) 
5),o

4( 042  0,9)
ED90( range)0,-1 ( O, 1s -
Resistance factor 190 (,(oI

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

83



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 71

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR .UM.ER.. ..... PARASITE (SUB)SPECIES P -

FORMULATION . . .. ROUTE OF ADMINISTRATION : &/IP/P

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control teated PR
mg/kg DO-D+3 mice -experiments parasite rate % Control-PR%'00

0,003 5 )S.4 :0,-q
Q) ,ol S 51 I(? ,o 2 1_

NS RG5 o0 ~ s ___

O-l 5 - -'S ± -
0,3 16_- ± 4.5

95 _ _ 29,0 _

J -_ -_2LED50(range) 0,055 ( 0,0 S 0-- 24)

ED9 0 (range) , 4 3 (O 2Z . I, 1

Resistance factor I90O ,-

ooo 5- 93,"2± 2.

o~l5- 'S55± 5,5
NIC o, 5_.-. ,59* -+ .Th.

_ 0 3 5 03312 -t-

_______ 5 -0o,3 0 Is ,

LU5 0 ra n g e ) 0, 0. 4 (0:3(1 1 - oc)

ED9 o( range),C OS0 - 0(7 Z)

Resistance factor IgoC0,-7

Principal Investigator: Professor W.Peters

Department of M'ledical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 7Z

(BLOOD SCH I ZONTOC IDES)

COMPOUND NAME

OR NUMBER A PARASITE (SUB)SPECIES

FORMULATION / ROUTE OF ADMINISTRATION : S/IP/P"-IV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR%j0Omg/kg DO-D+3 mice -experiments parasite rate % "ontrol PR%

0,)3 5 _G, _- _ _t -3-16

0._1 5 __- 0,S 0,4

SAM 0,3 5 1 0
1.0 5 - 0

ED5 0 (range) 0001 ( 0 ,0 0 4 -0, O)

Eq(range) 0 ,0 3 ( 0 , 0 ._-0, ,

Resistance factor 1 90

__._ 0' 5 -__-__' - +- _ g'__

0 •S5 -0,04:t 0,0

3.0 5 0

ED5 0 ( range ) 0 -( 0 ,0s -01

EDo ag~~ £, ~

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 73

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..P.RI.gIOHV !.. ......... PARASITE (SUB)SPECIES

FORMULATION . .1t1 ... ROUTE OF ADMINISTRATION : -IP/fe +-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated R%%Omg/kg DO-D+3 mice -experiments parasite rate % Contro PI

0.0____" &,2.5 t 10--
__,___ 00 S -___________ I.*:; ± 3.

S __o,_____ - 0

3.05 - 0
____ 3.0 - 0

ED50 (range) 0.035 (0,03-0

ED9 0 (range) o.o(ooS-'O )%

Resistance factor 190

EDo( range)

EDgo( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

S6



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 74

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER SL.F.T.o.I>Pni NE ........ PARASITE (SUB)SPECIES

FORMULATION -Tw.2. .o/ ROUTE OF ADMINISTRATION: SC/,P9 IV

MAXIMUM TOLERATED DOSE (MTD) .>.... MG/KG X4..

Daily dose No. of No. of Mean control IreStrain mg/kg DO-D+3 mice -experiments parasite rate % ControlPR-"' u

_0, - 72.9 + 4.0

k.oS 5 ,8 -. 1'2,(c

F3, 5 - 2o,-3 ± 11.0
10.o 5 -2.,3 :t I,.

30.0 5 0_ ± , 0 -,-o0,

~~~ ~10 __ _ _ _ _ _ _ __ _ _ _

ED50 (range) O,.( 0 ,4  -1)

ED90(range) 3 .- (-z.O -q.

Resistance factor 190

o._0 S S5. tS - S,

kF\ .o 5 I - 6-77

__ _ _ 10.0 $ -q' t~ ±124:

30,0 S ,: o ~to Is - loei- i ,

ED50 (range) ( G - 25S-

ED9 0 ( range) 5 .. 0 ( 2 .. 0 -o

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 75

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ,5L.l..... I.NC ......... PARASITE (SUB)SPECIES

FORMULATION Z i..%l./. ROUTE OF ADMINISTRATION : SC/ PPOI ,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ..

Strain Daily dose No of No. of Mean control Treated PR10mg/kg DO-D+3 mice .experiments parasite rate % Control PRI0

0 5 0,.O04- __ 0,0:

PFM A 3.0 5 0___ __ _ _ _

1,10 5 0

_ _ O 5 - 0

ED50(range) < 0.3

ED9o(range) < 0.3

Resistance factor 190

1.0 5

NAM 3.o 5 0

10.0 _ 0
30.0 5 _0

R0 ,

ED50 (range) < 0.3

'D9o(range) < 0.

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 7G
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER SLFAp DOXIr ..... PARASITE (SUB)SPECIES

..............

MAXIMUM TOLERATED DOSE (MTD) .........MG/KG X ...

Strain Daily dose No.T of .N. Mean control ret edT R 10 0mg/kg DO-Di3 mice -experiments parasite rate % ro-nroFPR%"*

__ __ __ 0 __ _ _ - 007OO

SAM~ 310 5 ____0

I0.0 5 -0

ED 5 (range) < 0.3

ED90 (range) ( 0.-3

Resistance factor 1 90 ______

ho - 0.1- _f__0 c

S3.0 0 _ _ _ _ _ _ _ _ _

ED 50 (range) <__0._

ED9 0(range)(0

Resistance factor 19

Principal Investigator: Professor W. Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 77

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER .. , ,^0, 9A, ,,.......... PARASITE (SUB)SPECIES .

FORMULATION 3w' ,,:, ,.)AO,... ROUTE OF ADMINISTRATION : SC/iP'pe4i

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PRD.mg/kg DO-D+3 mice experiments parasite rate % Control PR.

0.3 5 -o.o ,0 .o3,
.0- 0.~01b 09

3.o -_ 0

10.0 5 - 0

30.0 S 0
__ __ _ _ __ __ I0 __ _ __ _ __,__ _ __ _ _

ED90 (range) < 0.3

Resistance factor 190

ED,,(range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

'9Q)



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 7S

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (1'"3)

OR NUMBER PARASITE (SUB)SPECIES

FORMULATION .. H.o .. / ... ROUTE OF ADMINISTRATION : 6-CIP/P6'iv

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Str-Daily dose No_.of Nu f Mean control - Tat L
mg/kg DO-D+3 mice experiments parasite rate % Control PRV

o_____ __ _ '5 .- _ ± =_-2O. 5 7t.- -4- o,

0_o15 -_0

10 1_,_

ED5 0 (range) 0. 0 1 ( 0 .0 0 (o - 0 1t)

ED9 0(range) 0 .0 ,( 0 .03 -0 08)

Resistance factor 190

ED50(range)

ED 90 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

91



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 79
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (| I .

OR NUMBER . PARASITE (SUB)SPECIES

FORMULATION . . ... ROUTE OF ADMINISTRATION : SIP/414

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control TreatedPR1W00
mg/kg DO-D+3 mice -experiments parasite rate % Contro1 P'R I 0

0.03 5 - 6.o t2.9

0_ _ .1 5_4__t_ -o0

MF 0.3 23- -

1._I " - t. ,o

I.0 S ! :,.3 ,
(t o __ ___. _ __,_

ED50 (range) 3.1.1 -

ED90(rang ) 33 .0 (-40 5 - ra))

Resistance factor 1 90

o-oB, 500 -t '2..S

KFY -0.3 4 -1 t-.4

____-41_4(10%k-0 3.0o 5 __ __ -___ _ SI,.'- .

___.- (0 __ _____

ED90 ( rarge)33-0 (ID- USA.

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

92.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE go

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME (1 3)

OR NUMBER P..'.......N. .S........ PARASITE (SUB)SPECIES .

FORMULATION ...... P/.3,. ... ROUTE OF ADMINISTRATION : Si-IP/&i-l-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Tr( 0Omg/kg DO-D+3 mice experiments parasite rate % ontrol PR

I ,03 _ - I -C _ L, )

0.1 S - 0.1 tO.1

SAA 0 S -_0
1.o 5 - 0
¢ LO __ _ ___ __ __, __ _ _

ED5 0 (range) < 0.03

ED9 0(range) (0.03

Resistance factor 190

ED50 (range)

ED90 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13I

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME LlI3)
OR NUMBER ryIwULF WA%. PARASITE (SUB)SPECIES . A. . . ...

FORMULATION r../ ..... ROUTE OF ADMINISTRATION : s-IPIetft

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Treated _PR O
mg/kg DO-D+3 mice -experiments parasite rate % ntrol P

0.O3 S t -

'.1 ._ - .o

3.0 S - 0

ED50(range) 0 .0 (0 4 .-- 0 4¢ ')

EDgo( range) 0 ,OS(O '04- 0 6)

Resistance factor 190

o___ .03 5 __.-__-______o__
0 B 0. ±0.5

mrnS 0. 5 0.0) - (o3o5

__ __(0 t> 0
0 - 0

EDo(range) 0 ,( 0, 1 0  i)

ED90 (range) 0 10 (o0os- 01)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12_

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. k.I.L .......... PARASITE (SUB)SPECIES .. b ....

FORMULATION ROUTE OF ADMINISTRATION :SC/fIP/-P4+

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. ot Mean control Treated PR%00

mg/kg DO-D+3 mice -experiments parasite rate % Control P

_ _ _ 0,.3 5 -___ ___ 7.5 ± :1.2

___,o ______ -__ _ GI,5 +- '.(
_ A__ 3"0 1 -S_ _

_ o'0 S -_ 21,.4 t is
I10 16:,9

ED5 0 (range) j.S(O.S - m')

ED9 0 (range) 2..O( -1-3 - 1O00

Resistance factor 190

0.3 5 _00 _- 4.5
_I, o5 3 ,0 -q o

10.0 5 -__ _ ,.(A, ± \,=5

ED50(range) 5 3 .0 ( 5 . 0 -2.1(

ED 9 0( range) 10 0  2.0 0  > l 0 0)J

Resistance factor 190

Principal Investigator: Professor ',-.'.Peters

Department of Medical Protozoology

London School of Hygiene . Iropical i'ledici-ie

'95



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 93

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .I.......... PARASITE (SUB)SPECIES . .....

FORMULATION . . ... J . Q.. ROUTE OF ADMINISTRATION SC/i+-Pf-,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR10(mg/kg DO-D+3 mice experiments parasite rate % Cntrol

03 5 _,4_ _ -

ISO 5 4c-,8 1646

K3. 3-0 5 14S9 t 5.-

10-0 5 - 42.5 t 4-9

ED50 (range) 2 ,0 (o., -s.0)

ED90 (range)y 0 0( 00 0)

Resistance factor 190

0.3 _412 -t1.5
1.0 . 15.9 ± 5'5

PFMA 3.0 5 (0-0 ± 0,',

I0.0 5 -1., *o.,

ED50(range)0.2 (0,1 - 0'2)

ED90 (rang e ) 1 . (6 .% - S,

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

96



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE '9+

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .............. PARASITE (SUB)SPECIES S .

FORMULATION . . 0 ROUTE OF ADMINISTRAlION : SC/

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR
mg/kg DO-D+3 mice experiments parasite rate % Control PRIK OC

0,3 S -_ 5,0 -5.1

1.0 5 -$ 3s ± 15.9
SAJ 2.0 s I 22 - ± G5

10,0 5_- 0,4 t o.2

ED50 (range) 1.1(0.5- 2..0)

ED90 (range)3.I( 1 , -5.5)
Resistance factor 190

140 S. 214. t +- 1,-6

Po ,o) 5 -4 ..., I oI

ED 50(range ) O,?.S(O,_- 0,

ED90(range ) 2,5( IS - 4.1

Resistance factor 1 90

Princir-l Invstigator: Professor W.Peters

Lepartment of Medical Protozoology

London School of Hygiene & Tropical Medicine

93



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE RS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. ..L,. ..ANI.L ......... PARASITE (SUB)SPECIES AS,

FORMULATION ..-w 'O Q. 0 ROUTE OF ADMINISTRATION : SC/P HPe!

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control reated P O0mg/kg DO-D+3 mice experiments parasite rate %

0.5 5 91.- -.- 15,6

_____ I.0 S - i. ±_ o~.
1,O 0 __B_1 __ _ _ 14±0'

to,o - o

10 __ _ _

ED50(range) 1.o(o.,0 - 1,2

ED9 0 (range) 2 -2 ( 1. - 4.'Z

Resistance factor 190

EDo(range)

ED9 0 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE Sb

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. C...4O ................... PARASITE (SUB)SPECIES ..

FORMULATION . . ROUTE OF ADMINISTRATION : SC/+PtQ4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control IreatedTI 10R
Strain mg/kg DO-D+3 mice experiments parasite rate %Control 0

__ __ .1 5 _ _ _ 92.(: .

0.3 5_4.6 t 32

MFY io 46.o± I0.1

o100 - o

-~------ to __ _ _9 _ _ _ _

ED5 0 (range) 0 , 16( 0 .2 - I

ED90(range) %, (06 -1,43)

Resistance factor 190

0.1 - O -S

o, 1- 5 61 ,--_. t,,

3,0 5 _32t- ._-_,

_ .0 _ - 0'"- , 0

ED.O(ranne)O.(0.S - l'k

ED90(range) 2 ,5 ( 1.. - 4.
Resistance factor 19. 1

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 17
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .......... PARASITE (SUB)SPECIES P'h e.

FORMULATION T .V)Q..Ip . ROUTE OF ADMINISTRATION: SCliF i'

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose oNo. ot -No. ... Mean control T1 11O0

mg/kg DO-D+3 mice experiments parasite rate % ontrol PR

10-0 9- ~ 4t.

o300 - ,o .3 3.1

MEN 00*o-0 A t 10.4±1

3oo), 6 -____ t 5. -5.3
|o 21.0

ED5 0 (range) 300( ,go _ 0 ,o

ED90(range) 3.10 0 (2w0 0 - o00)

Resistance factor 190

_._ 1 S 00

PFAA 1%0 G S0.9 t 18-s
3,0 6 - #8 -± 58

1_ _ 0 G -_ 03 ± 0.03

ED(ranne)0.-8(.

ED90( range).O(l. -

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I00



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE '93

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. .. ... PARASITE (SUB)SPECIES

FORMULATION 71 . )./. I .9. ROUTE OF ADMINISTRATION : SC/i+P7'PiY

M4AXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daly dose No. of No. of Mean control TIreated PR%1
mc/kg DO-D+3 mice -experiments parasite rate % Control P 00

Oil - 96'9 ± 4.5
___ _ o3 ~ S _ _ _ 22*S: 4.6

NAM .0 S I - "- .45:t ± ,J

1.0 S 0. * 0.3

10,o 5 - 0.01 t 0.01
0t o 247-4

ED5 0 (range) 0 ".- ( 0 .4 - - 1. )

ED9 0 (range) .. 0 ( , 0 -S.

Resistance factor 190

0,3 -4=t1,5 t 3i.3

9M 7- 1. IS- It ME --- .
3.0 G ___ _,5 ± -.5

____ __-_O_0Z_± o.1.

zo 'range) (3

FD9 0 (range) 2 9 (. o-

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

101



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE S9

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER PARASITE (SUB)SPECIES

FORMULATION .. ROUTE OF ADMINISTRATION : SC/4P PGi,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Trea e 10
Strain mg/kg DO-D+3 mice -experiments parasite rate % ontro 0

0-1 5 t__4__4

0.3 5 1 - 10.1 - 4.

SAM 10 'S . - -- f 6 -,6

300 5 .t ±W-

__10_0 10 0___ 1:1.3 t__ 0___

ED 50( range) 0.5(0.2-

ED9 0 (range) 2. 0(0: --1

Resistance factor 190

0._ S 100 t6.-

NW.s_,__ _ __ ___-_ h *--Io.°

3MP -P-- * 0 .6

Io o S _03 _ 0.03

ED73(ranne),,.0

ED9 0 ( range) 2,Q( I"3 -4. 1

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of tedical Protozoology

London School of Hygiene & Tropical Medicine

S02_.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 90
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER *.t)~~....................... PARASITE (SUB)SPECIES .V.

FORMULATION .. .H. . ROUTE OF ADMINIS]kATiON : SC/I.FP974

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. ot Mean control Ireate 100mg/kg DO-D+3 mice -experiments parasite rate ontro R

o___0 - 94.1 *t .S

_ 0,3 '3 - 1o ± S .3

QM$So1.0 ( 2, t IG.

3-0 G 4.6,± 3.1
G0'0 _ 0o5 t 0,o0

ED50 (range) 1'3(0.2 " 2.,)

ED90 (range) 2,9(1 ,3 - 4.b)

Resistance factor 190

FD_ (r ne)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

10I3



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 91

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ............. PARASITE (SUB)SPECIES

FORMULATION HY . .lLgQ/.. . p.. ROUTE OF ADMINISTRATION : SC/+FP 4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Ua1Iy dose No. of No. of Mean control Treated PR 100
mg/kg DO-D+3 mice -experiments parasite rate % Cntrol PR

__._0' ____- 92. * 5.8

0.3 _ - S8.b ±t -1
NIG ISO - 32. +"4.4

3.0 _ - 6,3 :t

10,0 S - 1.0 to 0.-
1o I4.o_ _ _ _

ED50 (range) 0. 9 (0 ,- 5 1'.9)

ED90(range) 3'2(12 - 61)

Resistance factor 190

ED-(ranie)

ED9 0 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

1OZi-



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 9Z

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ........................... PARASITE (SUB)SPECIES .... ....

FORMULATION .. ./. . ROUTE OF ADMINISTRATION : SC/-iPiPG/I+

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Ireated PR %OC
Strain mg/kg DO-D+3 mice experiments parasite rate % Control PR

0.1 5 -72.4 ± 11.3

0._ 5 0302..9 + 9,4

M FY 1-0 110 ,.(

ED50(range) 0.2C0. -

ED90 (range) 0,5(0.1-

Resistance factor 190

0.1 1 _ _>. , - 0 .1

0.__ 5 -552 ± 14.

_____ i.o 5 -__ _ __ _ o.,o5± o.01
1,0 s -_ 0 0

ED5 0(range) 0,S( 0  -

90 re (0 i, -0 -)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I CIE;



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 93

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..F. .. ............. PARASITE (SUB)SPECIES

FORMULATiON .. .' ... AA ROUTE OF ADMINISTRATION : SC/+, ,*!,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR % 0
mg/kg DO-D+3 mice -experiments parasite rate % Control P

__._ 5 100

0.3 ,5 - 6"2.4 -t 99

SA_ _. I. o) S I - 0.3 ± o.1

2_.0__ _ - 0,o1 ±0.o1

ED50( range )O, 5(0'3,_ O,

ED90(range)0 .!SG( ,4-0,\

Resistance factor 190

0.)5 _ _ ___ _ _ __ ?* t %I's'

__0. O3 S1__ .9 * ±
_ _,__ _ _ _ _ _ 5 I _ ._ _ -_ _ _,

___ l~ 5 -_____ _.___ __o,\MPSo I - o)t

10 __ _ _ 0.3_ _ _ _ _

ED50(range)o.-5(0.IS -0

ED9 0 range) 0 5 O, 0

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

106



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 94

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ......................... PARASITE (SUB)SPECIES .. . .

FORMULATION . . /. ROUTE OF ADMiNISTRATION : SC/1PjP8-IV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose I No of of Mean control Treated
mg/kg DO-D+3 mice -experiments parasite rate % Control PR

0.3 - 2.4 - 19

Q o1.0 5 02- 3_o.o_

5 -0

ED50(range) 0 .2 .(0 .% - O.s'

ED90 (range) O4(0-2s- 0.9)

Resistance factor 190

ED50 (range)

L L9 0 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 95

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER CL.....rn.C . . PARASITE (SUB)SPECIES ..

FORMULATION .. .P.O. 1 . ROUTE OF ADMINISTRATION : SC/-14 I/t

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Dally dose No. of No. of Mean control Tre OC
mg/kg DO-D+3 mice experiments parasite rate % ontrol PR

3,0 5 4_,2 - 4.Z

1OO _ _ - 22.4 ± 4.2_

_ F___ 30,0 0.Sto,
____o,0 _ 5 _ ___- 1.5 ±-0o5

ED50(range) 3.6(2.1 -6-2)

ED90(range) 19,5( I 5- 34.d)

Resistance factor 190

3 .0 5 - '80.5 t- 15,Z

10.0 5 2_.3- - ,4

_____ 30.0 5 _-4.4-t I -

100'0 5 -. - 0,".'

_ _ _ I0 __4..-_

ED50(range)5 .3(Z.5 - 24-)
LgOk range)2 8.0 , O -1 5

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 9(c

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER CLI ND.R.PA.YC. i............ PARASITE (SUB)SPECIES

FORMULATION . ..- ...°o/. . ROUTE OF ADMINISTRATION : SC/IP/P/IV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain aily dose No. of No. of Mean control Ir(

mg/kg DO-D+3 mice -experiments parasite rate % ControlP O

3-, 5 0- 5,0±12.1

t0'0 5 -_46.1 .t I 1.

_00.0 S - 0
_____10 __ _ _1(o4

ED5 0 (range) ,5( 3  -

ED90 ( range) 16,6( 9 .3 - 29,-

Resistance factor 190

__ __ 310 _4 - 7tk-

10.0 S 49-____ - 49, t - \N2.

NAM -. 0~ 5 Z6__ -2 ,t 1-2

100,0 S - 0,02-t O,02
10 C,

ED50(range) ,.4 (3 .15 - 13,o

LU 90 k range) I.( ( - 37.

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

109



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 97

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... LND... .. ,.1.. PARASITE (SUB)SPECIES Olt .....

FORMULATION .. .. /.A ROUTE OF ADMINISTRATION : SC/-I-P t

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR % 10

mg/kg DO-D+3 mice experiments parasite rate % ontrol PR

3- 4<= .4 t+- 5,4

1O'0 S 228__Z * -

QM 30-Co 5 11b ±+- ,
3OsO 5 -o

(30' C 6 __ _ _0

I o __ _o,-__ _ _ _ __ _

ED5 0 (range) 3 .5 ( 2. 0 - G- 6)

ED9 0 (range) 13.4( 2,0 -Z(,S

Resistance factor 190

ED50 (range)

LU 90o range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

IHO



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 9'9

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. . !. -i.. ......... PARASITE (SUB)SPECIES

FORMULATION ..- ... /.He.'00 .. ROUTE OF ADMINISTRATION : SC/4P/-P4/I

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. oft No. of Mean control Treated PR"%xI0mg/kg DO-D+3 mice -experiments parasite rate % Control PR

3._0 -(5.2 S ,_

10.0 _.1 ( - 1, .1

MPS 30.0 5 1___ - t- I.I

00.0 5 - 0.* 0.2Z

10 10

ED50 (range) S ( -

ED90(range)2 0 ,0 ( 1 ,5 - - )

Resistance factor 190

3,0__ - I(,.O 4-,-

10,0 5 - 55.5 1-'.1

SAM 30,o 5 - , -9

o0010 S 0

ED50 ( range) Io(r.4 -IGO

ED90( range) 2 ,O(ZI_.0- -1,- )

Resistance factor 1,

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

Ill



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 99

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .C..L...... .......... PARASITE (SUB)SPECIES

FORMULATION .. .e...O J.HYp. ROUTE OF ADMINISTRATION : SCb/± ff

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR,mg/kg DO-D+3 mice -experiments parasite rate % Control IR 0

I3.0 2- -S - 2..

_____ 30.0 56 -..

100 0 0c - o, ± 0.3

10 _ _ _ _ _ _ _

ED5 0 (range) 10.0(5 .1 - 22.

ED9 0 ( range) 3%.0 I.5 -30O.c

Resistance factor 190

ED50( range)

ED90(range)

Resistance factor I,,
-J

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

11II



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 100

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .......... PARASITE (SUB)SPECIES

FORMULATION .... /.... ROUTE OF ADMINISTRATION : SC/-I-/-1"

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No of Mean control Treated PRIO0

mg/kg DO-D+3 mice .experiments parasite rate % Control PR

NI 3o Z,0 - , I*i

lOO 5 - 55,? ±-II

NIG- 3o.o __ _ - 5,3 ± o,9

100 S - 1. 4 + 0-
_ _ _ o ,____.__

ED5 0 (range) S'O( 3-.2 - IS'8)

ED90(range)2 '5( % ,.-5,

Resistance factor 190

ED50 (range)

ED9o(range)

Resistance factor T-,

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

i I a I



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 101

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. ......... PARASITE (SUB)SPECIES .. .....

FORMULATION .. ROUTE OF ADMINISTRATION : SC/144y2GA4

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of o. of Mean control treated PR 100
mg/kg DO-D+3 mice -experiments parasite rate % Control PR%

N 170Z 0.0 -

Nr0B -0 0-k" -
(:,.. - o. .

100.0 _-0

_____ 10 _ _ _

ED50 (range) -.5( . -13.0

ED90(range)|8,*5 (1 0 ,. 2  \

Resistance factor 190

1>o ,S - b3.5G ± 9 t4-
10.0 5 616 11,

60-0 6 _ _ _ _ _ ~ *

1000 __ _ __ _ _ _ _ _ _

ED50 (range) , - zo's

ED90 ( range) 3 2 ,0 ( 1, 0 ~G, O)

S-esistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I4



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 102

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ........... '........... PARASITE (SUB)SPLCIES

FORMULATION .! 0/.' ROUTE OF ADMINISTRATION : SC/+P

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Ireated PR 1,
Strain mg/kg DO-D+3 mice -experiments parasite rate % Control-%P O0

3,o S 100 t !.4-
to~o s- 7&- .

o.o S -_9G,1 t 6.s

6o-o S -1173.S 1_ 133
__ _ oo0.o 5 - o, .

_o 00oo S Q____±_G

ED5 0 (ra n ge) 2.S(r1.5- 4 0

ED90 (range) 98 0( . 0 0 - |-0)

Resistance factor 190

3.0 5 - 2 .1 - S'-

10.0 ____ __ _ __ _ 63 t 10.0

SPN Z0.0 I 9. t 4.0
___ ___ .__ __ '3 - ,.5 ± t, oIoo-5 t - o
__ __ 10010 0___

ED5 0 (range)9, 5 (5 .4 - ,

ED9 0 (range)IS, 0 (8 2 . - ,

iResistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 103

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ...,i9A. ........... PARASITE (SUB)SPECIES ?..,

FORMULATION "... ..O VA.XQ. ROUTE OF ADMINISTRATION : SC/IP1P*f

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. otf No. of Mean control ireated-PR 100mg/kg DO-D+3 mice experiments parasite rate % Control PR

__ _3__ _0 _ 5 %006

to0 S - 42.2± 1OO

NIG 3 oo S -

60,0 1 - 3. ± 1.
10010 5 - t ±oa

______O 10 __5__.4_ _ _ _ _

ED50 (range) j .2 ,I- 30.5

ED9 0(range) 3 ,(l, - 6-,o)

Resistance factor 190

ED50 (range)

ED90 (range)

F.esistance iactor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



APPENDIX 3

DRUG INTERACTION STUDIES
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 104

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 01404r1- 6L 51 l

OR NUMBER ......................... PARASITE (SUB)SPECIES J. s.

FORMULATION"T-i . I .. .. ROUTE OF ADMINISTRATION : SC/IPPOIV'

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No of No. of Mean control Ireated 100
mg/kg DO-D+3 mice -experiments parasite rate % ontro R

1,0 5 -S12.5 t 7.I

__ __,30 S ______ ,;: ± l,

NS 1oo _ -o .

_____ ?o0 S -SO.z ± '.:3
3 .0 S0 t S.

EDso(range) 3 0 10(3 ). - 3)
ED90(range) 150( ' ,0 - 5'50

Resistance factor 190

ED50 ( range)

EDCn( rance)

Resistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicir2



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 105

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .P .9-' .............. PARASITE (SUB)SPECIES .~~~

FORMULATION Twee. so./ K c. ROUTE OF ADMINISTRANU ON -. SC/-f-IP t

M~AXIMUM TOLERATED DOSE (MTD) ......... MG/KG X ...

Strain ThiTy dose NO: of No*oean control reae T

mg/kg DO-D+3 mice experiments parasite rate % Z -onro

______~~~~o- t__ _ _ _ S

__NS_ (0 .0 __ __ _ 1 -3: tis

___0-0 6ooS ,4 ± I-S

ED50(range) 3.2(1.5 -5.8)
ED90(range) 2  0

Resistance factor 190

ED 50 (range)

ED,()( rannie)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

i20)



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE IO(o

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER 4 .C..L.... PARASITE (SUB)SPECIES

FORMULATION ..TJw. .. /.A(.. ROUTE OF ADMINISTRATION: SC/-P-P"

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of N of-o Mean control Treated P
mg/kg DO-D+3 mice -experiments parasite rate % ontro R

', 1.0 * 3.0 S _.0- . ± G.1

3.0* .0 s -,-S

3 o* _ '0 $ - ±oS 3 - 9o.

ED5 0 (range) g,0(_6,S - 2.1,S l)

ED9 0 ( range)S.o( 3 6 0 - 2S

Resistance factor 1 90

1,o 0 I0.o S 9 -. _'

3.0 10,0 -1,O G S .

NS 10,0 10.0 S - o - ±9 .S

__2o.o Ko2o S - I,CS

ED5 0 (range) 0.

ED(range). 3 .(0 .7 - 1C.

Resistance factor I

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I2.I



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 107

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER LION...1(:4+ . ...,po PARASITE (SUB)SPECIES

FORMULATION '.'e ?9111,0.... ROUTE OF ADMINISTRATION : SC/,,jP/.

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PR%,Oc

mg/kg DO-D+3 mice experiments parasite rate % Control PR

1.0 + 0.0 I5 -oO 1l9

-,0 " O S ___ __ 3 : 1,5

0S 0,o. 0.0 _2 I, ±1.0

30,0+30.0 3. O. ± OZ

ED50 ( range) <

EDgo(range) 0,s(,2 -

Resistance factor I90

NS_ 10,0 - (60.0 S 1.1

,o ) ___(__ 2 oZ

N____o ____o~ S _ _ _ __ _ _ _ O _ O
-. 10 * ,oo22,9 O

ED 50(range) < 0.1
CED, (range)o, _ 0 -Z _ I.Z)

SResistance factor 1 90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

, , i I 122I II



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 108

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... ............. PARASITE (SUB)SPECIES ..'A.9?. .

FORMULATION .. /.I ... ROUTE OF ADMINISTRATION : SC/IPitfPi'

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose llo. ot No. of Mean control Ireatea PR

mg/kg DO-D+3 mice -experiments parasite rate % Control

-3.0 1- l~o _ -o ± C,.

10-0 41.0 I --.

io-o %,.o _) - ., l. I

b - 1.0 5 _ _ _ _ _ _ _ .

ED50 (range) 1B(., - )

ED 0 range)2 1 t~-A

Resistance factor I90

3,0_ I o -. o S I. ± ,

N1S 30.o0 * s -__, ± 1.

G 0 _- .__ - .4 -t (3S

ED50 ( range)} 0' 2 ' - .

ED 90(range) 1 .{j,-so

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE l0

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .C.2.. V.... ... I.I.2.4 PARASITE (SUB)SPECIES

FORMULATION . . .O/BQ.. ROUTE OF ADMINISTRATION: SC/iPf-F/

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No.of No. of Mean control Treated PR.%I(mg/kg DO-D+3 mice -experiments parasite rate % Control PR

3.0 1 10.0 5 -_.5- .

_0.o ? 1o0 5 - , 3 2.5

Ns •010o S - 0 .o
(o0.0 .10o0 S - 2.1 ±1.1

ED50(range) 3 .S(l'I -

ED90 (range) 14,((b4 -

Resistance factor 1 90

3.0 + So.o s - .- 10.1

I0.0 S -_ _, S_ 0.S
NS 3oo + , oo s 0 -Oa-,

.-0 - -60.0 S 0S 4 0.2

ED50 (range) ,9(0, 3 ')

EDo(range) .(z. -

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I Z4
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 110

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 25$(" AE(EL 4-= )

OR NUMBER .. > .. 2-A. g,. ............ PARASITE (SUB)SPECIES

FORMULATION .. C. ROUTE OF ADMINISTRATION: SC/+PPHV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PR 100

mg/kg bO-D+3 mice .experiments parasite rate % Control

3.0 S -

_ 0,0 - WOO ± 2.4
IN 0,0 5 _____-t_- .

1000 15 -.

00 _2.- a

ED50 (range) 1 I00

ED90 (range) >>IC)

Resistance factor 190

ED50 (range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

126



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE III

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .L..LQ.(R.QQ . ............. PARASITE (SUB)SPECIES ......

FORMULATION .... ?i....... . ROUTE OF ADMINISTRATION : SC/i

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. Mean control reated P 1
Strain mg/kg DO-D+3 mice experiments parasite rate % Contro 00

0o0- t -4,-

N 1-0 S 'L -t 4,4

\0,0 5 -0, -02 0,-u
lo2 -1

eQ.(range)

ED90(range) 4,4 (3-5

Resistance factor I

EDo(range)

ED90 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

122?



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 11V2

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .. 1)...4......... PARASITE (SUB)SPECIES

FORMULATION ... Q 3--tA . ROUTE OF ADMINISTRATION : SC/+P ,.P

MIAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain I ay dose N o. o No. of Mean control Ireatedmg/kg DO-D+3 mice -experiments parasite rate % ControltlR O

10 0 0 +0,(.3 .t 'A S)

lO O~ -*0.? 5 -____ _ 49.

ED50 (range) 9 0 0 (4 0 0  -.

ED90(range)> IC))

Resistance factor 190

Z-0 I -.0 S -

10.0 1,0 5 - 78.2+t4

1" ,- 0 C-) I, D S S3.,Z- - 6.1
r00,0-, 0 ,0 - 4,-

ED50( range) 50'0(22.,0 - iso)

ED90 ( range) >> I DO

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

u~ ~~~2 i -8 II III



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE tQI

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER .LO 21 ....-. U'.E PARASITE (SUB)SPECIES %... ,

........... ..........

FORMULATION-..Q .!h/Q_. ROUTE OF ADMINISTRATION : SC/I 1 'PfP-ff

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

strain Daily dose No. of No. of Mean control Ireated PR_ 1 0O(

mg/kg DO-D+3 mice -experiments parasite rate % Control

_3,0_ 5,0__ - 43a, tk\,
1O0 - - ,0 - 4S,9-I,2

N 3o, o .3,o '5 - % , _ :

000 0 o - 22_-t 2.2

4rs- 1 : ED50(range) .O(io -0 9O)

EDo(range) > C)0

Resistance factor I

0 c 1O0 0_ _ 0
__ __ ,OO4*IOO S 0,___- -,

__ _ 0'0 * &OO I 0
____ ( 100 ci4 .0 5-0

_O_1_0,0 0 - _

ED50 (range) <

ED9 0 (range) < C:)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 114

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER L-oI\ 2142 PARASITE (SUB)SPECIES .. F.. "..

FORMULATION ....... C).. ROUTE OF ADMINISTRATION: SC/I-PI-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Sai ly dose No. of No. of Mean control Ireated 10e
Strain mg/kg DO-D+3 mice -experiments parasite rate % Control PR 0

10,10 __ , S - , -4.4
__0_____ S - ? ,

N ,o ,- ,o s - :, ,

ED50(range) 1 5(0 a= -- ,5_

ED90(range) 4 ,5( 2 1

Resistance factor I90

__o -, ,10-0 5 -

4 1 0 C ) 4S, ,

\O + IOo ,. - 0

___ _ __ o__ ., 23z __ __ _

ED50 (range) 1 (0 ,- -- ' ,'

EDrange ) S.c Oj_ 'I

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

VIC>



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 11S

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER cLO. -. PARASITE (SUB)SPECIES

FORMULATION .*..X. ....0 . .. ROUTE OF ADMINISTRATION : SC/+PHPO,,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Dal.ly dose No. of No. of Mean control Ireated PR70 0 0mg/kg DO-D+3 mice .experiments parasite rate % Control PR%'

0, .0 - _ - 2

I',J1,0 * o0 S . ,

10 23.3 ____

110

, ~ED50( r a ng e ) k, (_0 _-/_@

ED90 (range) 2 -S( .-2 -

Resistance factor I90

0, I00.0 , -

1,_ 0 4o,0 5 _.I t4.4-

_ _ ,0 * I0o~o S -100-±0. 2

10 ,0 4 I0 ,o 0 %S - __

EDS 0 (range) , (OS(0 -- Z).

ED9 0 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I J !



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1HG,

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WP, Z55GS5 AE (B6L 46-S4)

OR NUMBER .L-.Q.>J. .. .'1?................. PARASITE (SUB)SPECIES

FORMULATION 0. . ... .. ROUTE OF ADMINISTRATION : SCIP/PO-iI

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control freated 1P
mg/kg DO-D+3 mice -experiments parasite rate % Control

i0-0 5 _____ -
INczD, 5 -, i_ t -,-S

100,0 5 - S4,I ,
10 2B,

ED50(range) > |0o

ED9 0 (range) >> I O

Resistance factor 190

ED50(range)

ED90( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

, i I I I I I I I I II I



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE II

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .j. .?.. !4F........... PARASITE (SUB)SPECIES .. ,; ...

FORMULATION J.. ROUTE OF ADMINISTRATION : SC/-P fP

'V\XIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PR IOCmg/kg DO-D+3 mice -experiments parasite rate % Control PR

NS __ o_ __ 5 __ __ _ __ __ z "S.1_.0S - \,0_\,

NS 1o,o S, -I, ,

__o 2s,

EDso(range) 2 -(4-., 6 - o5c
EDgo(range) 25,00ts,o)- 0.0)

Resistance factor 190

ED5o(range)

ED90 ( range)

Resistance factor 190

Principal Invescigator: Professor W.PeterL

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS IABLE 1'9

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . . . .2 .42-CA q . PARASITE (SUB)SPECIES

FORMULATION ROUTE OF ADMINISTRATION : SC/IP-/POIf-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

strain Daily dose No. of No. of' " Mean control treated P%%100

mg/kg DO-D+3 mice -experiments parasite rate % 'noPR

+, Io S _ 5 c 5--

10'0 + 5 - .Z 2.0

NS ?o.o+1o 5 -,

(0o, 0 -4- _ C> 5 -29,2 t- 2,5

10 2_' ,

ED5o(ranqe' >\cc
ED9 0 (range) C k2):o

Resistance factor 190

I, :5 _8 ,_ 1 2.,0

___ __,0 ___,_ S - 2, ± -2,

100,C - 3.0 5 - 2"h9 - .

ED5 0 (range) 1 0c0

ED9 0 (range) >> 10 C)

Resistance factor 190

Principal Investigator: Proessor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

134I I I



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 115

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER .. O... . ........ L. .N.E PARASITE (SUB)SPECIES . .

FORMULATION .-... (O.. ROUTE OF ADMINISTRATION : SC/+P-fP-/P1

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Uaily dose No. of No. ot Mean control ireate 00l -1
Strain -rmg/kg DO-D+3 mice -experiments parasite rate % Contro

3.0-t- 10-0 3 - 2_ t ± 1,4-

N o - 1cO,O 5 4-2o -t , _
_____ o l0 10.0 S C) 12

N00o * Io, o 5 1, _o.

10 2. _ _ _

ED50 (range) < .

ED90(range) <-

Resistance factor 190

3, .,- 30.0 S - :t _ ,
C) , 0 -*O 3 ) 's ,z + ,
1>,C).ot&,o C) -- rCr,,S 5 OO* o o '5 - Kit -Q0,

i 00O C 3o) o - 1.4- ± (),-7

ED50 (range) <

ED90(range) <, c

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMARY OF ANTIMALARIAL DRUG TESTS TABLE 120

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..... .. V o PARASITE (SUB)SPECIES

FORMULATION .T..C. .$Q. .Z0. ROUTE OF ADMINISTRATION : SCI-P/P.

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose No. of No. of Mean control Treated PK%,
mg/kg DO-D+3 mice -experiments parasite rate %Control P

3.0 o -OO -b 7± 0.,
l0,0 -+ o '3 - \,- ± o~z

MS 30,o 0-,oo
_ _ !0oO -,-Oi ~ 5 -I, .(

I__ _) 29,1_ __ __

ED 50(range) <

EDso(range) < zo

Resistance factor 190

EDso(range)

ED90( range)

Resistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE IZI

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER PARASITE (SUB)SPECIES

FORMULATION ........... .. ROUTE OF ADMINVITRATION : SC/44-1 -

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Treated PR v -mg/kg DO-D+3 mice -experiments parasite rate % ControlR O

3___o I-43.OtSs
I~o _, ,05 ...._ - s+ _ I

NS ,*3-o I 2., -  1,4

OO 3, 5 , t ,
___ _ ,~O.O * .O S5 -~ -O'

'<>o 0 + 0o f .

EDso(range) c3,0(2,-2.,

ED90(range) ) ( ,p - 4,%

Resistance factor 190

__,_ * \Oo 'S- , 2.

3-o * o~o S - -1 2. C)

NS I0,o -,_1_30__ _ - 4,2. i

___o ___,__ _ ,4- ± 0,1

10 _ _ _ _ _ _

ED50 (range) 5(3 - l,,Ok

ED90 (range) - ,

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I II I II



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 122

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ..q.q..)..'.. .7..O..214 PARASITE (SUB)SPECIES .. .

FORMULATION ... .... . ROUTE OF ADMINISTRATION : SC/4PI,.f,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose Wo. of No. of Mean control reated PR1 00

mg/kg DO-D+3 mice -experiments parasite rate % 'Control . I

lao *i- 0, 5 - I. +- Z.S

* O, - -.Z? ± 2.2

h4S I0o ~*oo __ _ - 4. ± va
2>0-0 +3ooo 5 , 7 t o,

ioo,0 - 0 .0 5 _ _ , ± ot

ED5 0 (range) 5,O(i' 6 -

: ~ED90(range)\.( , -S O

Resistance factor 190

.o 9o.o S

N S \__ =--0 SI

ED50 (range ) 'o,4(?_,-24, 1

ED90( range) iS,5(S.- - ,-

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

30 II II0



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE IZ3

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 2,5 (693 Ac- C6L-4-365-i)

OR NUMBER -O -- ............ PARASITE (SUB)SPECIES e

FORMULATIONT..h....J 0,0 ... ROUTE OF ADMINISTRATION : SC/-Ix

MAXIMUM TOLERATED DOSE (MTG) >i.00 MG/KG X .4-

t i Dally dose No. ot No. of Mean control .reated PR
mg/kg DO-D+3 mice -experiments parasite rate % Contr01 lR%

3-0 o S - " t 2 .!

__ _ loo, S - ,".-_..,10 -_____ S S2 - 4

100 0 S_ _ _ _ _ _ _

ED5 0(range) 80 C)(30 '0 I( )

ED90(range)S 4 0 (.Z 0 - >1 Cx58)

Resistance factor I90

ED50(range)

ED9o(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

13)



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 124

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Q.......... PARASITE (SUB)SPECIES .

FORMULATION . .1M' ,,e,,, /A,,.Q ROUTE OF ADMINISTRATION : SC/!PtPG,-P

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control lreated P 1.

mg/kg DO-D+3 mice -experiments parasite rate % Control

_ _ _ o.T3 5 - 9o4 . ,

1.0 5 ,
l',J), 5 - ., -3.o

\o~o5 0 .-1 t- O.-

EDso(range) 3.1 ( - ,

i ~ED90(range) ,C ( - \,

i Resistance factor I9

ED 50( range)

ED 90( range)

Resistance factor 1I90

Principal Investigator: Professor W.Peters

Departmnt of Medical Protozoology

London School of Hygiene & Tropical Medicine

14II I _I _ _



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12s

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ,.- PARASITE (SUB)SPECIES .. i'.

FORMULATION.. 0./.._ ROUTE OF ADMINISTRATION : SC/I4PO4V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Uaily dose o No. of Mean control Treated PR7%% 100mg/kg DO-D+3 mice -experiments parasite rate % Control PRT

B, ,-o 5 -- __ _.,_

10.0 ) o,3 - . --. 3
il L 3,'c + , 3 __-______ 2

, O' -. 32?. S - .- ±7t5,0

ED50 (range)

ED90 (range) NA I00

Resistance factor I90

3.0 + .o S 05-b ( -,D

sCO + ks 0 - 90--2 35

+ S _ _ -
cO0,O * s, - -730 -*o -

_ _ _ _I0 _ _ _ _ __,_ __ _

ED50 (range)

ED9o(range) > .1O<)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

I4-I



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE I246

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . . . . . , PARASITE (SUB)SPECIES .f.,.. .

FORMULATION .. %. ROUTE OF ADMINISTRATION : SC/-L-P"

M4AXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No of Mean control lreated PR%%,mg/kg DO-D+3 mice -experiments parasite rate % Control pR

__,_ -.0 S3 o S _____- ____.__

-W)O 3,o ___s___ - .5, ± 1S~
S10.0 + 1o S - ± S

00-0+ 2, I_ 2_1 ,

ED50( range)

EDgo(range)

Resistance factor 190

3,0 0'0 5 _ _ - 0O9_ -O0,2

____-C 0c' -11' - 0 .2*~
___,_ 3c - 10.c I - 0.4 • 0.o°t

30-0. _____ ,_ S - 0
____ ~10_ _ _ _

ED50 (range) <10C

ED90 (range) << 1o

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

• l47._



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 127

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .Wr...O.? . . PARASITE (SUB)SPECIES

FORMULATION T..u . 1 .' . ROUTE OF ADMINISTRATION: SC/-I4LP I.

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Dai ly dose o. of No. of Mean control |reatedP 100
mg/kg DO-D+3 mice -experiments parasite rate % CtrPR' 0

,_ 3, 3, S - ± 36

0,0_ O O 3+ &, - o,. *- o,-L--- o ___- ___,___

~~~~ED50(range) .. Oo- .

ED90 ( r a n g e ) 4_ , ,

Resistance factor 190

1, I' S - '~o,._- 3,
1 .0~~ 10 Z -S

OO ,O S - 04±0,2

v IQ 2l_~_0

ED50 (range) 2 G(I,

ED90o( range ) C))(5, - J

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12B

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . PARASITE (SUB)SPECIES

FORMULATION . e ... Ag ROUTE OF ADMINISTRATION : SC/+PjPe*1

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Sri aiy dose No. of No. of Mean control reated P R
Strain mg/kg DO-D+3 mice .experiments parasite rate % -ontrol P'R 0

o,-_Z --1-.-3o. 5 - o,3 2.R

1-0. + 3o,0 5 -26,4 ±1.4

N 3.0 --30,0 5 -15,6
_ 0,0 W10 5 ,0 5 -_0.09 t0-09

_____10 __ _ _ 2W8 __ _ _

ED5 0 (ranqe),. ( I.0 ,_ ,

ED9 o(range) 4 (.(-2 .-j_ - io,

Resistance factor 190

0.3 +100.0 S -- I 'tt5-0

I.0* 1000 5 -,

S 3,0 Io,c0 14-. Q t
i0,0 100,0 5 -_0

___ _ ~10 __ _ _ 21~ _ _ _

ED50 (range) I,-(.3 --1,.

ED90 ( range) , 0,-,2 -,

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 19

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WK 255 (T?5 AC (t3L 4Sk>S3)
OR NUMBER . -. .............. PARASITE (SUB)SPECIES

FORMULATION /h.20 ... ROUTE OF ADMINISTRATION : SC/--.P4W4

MAXIMUM TOLERATED DOSE (MTD) 19.0. MG/KG X ±

Strain Daily dose Wo. of -- o. of- mean control Ireated PR10mg/kg DO-D+3 mice -experiments parasite rate % Control .

3.0 5 - 100 t 0 .b

____1100o s __"3_,5 tID.

NS 3o~o 1 t ___-_,

iO0o 5 -5__ _ _--,_
.,d ID _

ED50(range) I0o

ED90 (range) > 3 C-)

Resistance factor 190

E r

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 130

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .N.1 O..(Q.Q . ........... PARASITE (SUB)SPECIES .

FORMULATION .?.'V.1A .. ROUTE OF ADMINISTRATION : SCMPiPe#ff

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. o. of Mean control Ireated PR%00mg/kg DO-D+3 mice -experiments parasite rate % ControlPHR%"-*

3.0 S - 5's

SOC> S __ _ _- e, ~

__ _ .bo~o $ __ _ - - ,

.. j 10 2Th ,_ __ _

EDgo( range ) 7 4 , 0 ( , 0 -*..4,0

Resistance factorIo

EDo (range)

ED90 ( range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TA3LE 131

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER LONC.o.ol .. PARASITE (SUB)SPECIES Q . .

FORMULATION .I..- . .A... K ROUTE OF ADMINISTRATION : SC/-4'OfltV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Daily dose o. of ' No. of Mean control Ireate P 00
Strain mg/kn DO-D+3 mice I-experiments parasite rate % Control

3-0_ I,0 $ -110 .

,0 + \,0 S -t

ED5 0(range) % C>

EDgo(range) * I00

Resistance factor 190

3--,) o 5 - _ ,5 -__,

_____ +OO * ,0 5 _ _- - -6.6

NS ->o- - , !5 -t S,-

t0OO -- ,03 5 -t4,E, t 1o,(
___ __ 21', __ _ _

FI C

ED50 (range) > I C)

ED90 (range) > i0o

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13Z

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .............. C. . qirC PARASITE (SUB)SPECIES

FORMULATION -TON-n ).tA.1). ROUTE OF ADMINISTRATION :SC/IPIPO/IV

MAXIMUM TOLERATED DOSE (MTD) ......... MG/KG X ...

Daily dose No. of No. of Mean control IreatedI
Strain mg/kg DO-D+3 mice experiments parasite rate % ontro 1

:3-0 + 10-0 5 40o-4±I,

10,_ -o0,0 S 3_,__ _ 0,9.

NS ,o-- IO o _ - 41,3 1-4

i00, O -,- Oo S 33 ±- .s

:EDso(range)

ED9 0 (range) > '00

Resistance factor 190

5,0 30.0 'S- 2% .s- ,
tOO 2>0.0- S 2 - 1to

N S 3o-o -- w,o Is - :t° I,

I00-0 * 3o0 S - , t ,

ED50(range) < ?, C

ED9 0 (range) <?,

Resistance factor 1g0

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE V3b5

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .LO~ ...... 1.x....-... ....... qN PARASITE (SUB)SPECIES . .C... L .5.f*.

FORMULATION ...... . ROUTE OF ADMINISTRATION : SC i-P-I V,

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PR 00
mg/kg DO-D+3 mice -experiments parasite rate % Control

0 + GO o 5 1_- _,_ _ _ _,t

10,0- , - t 0-

NS o,0 (o~o s - sQ -0_ oS

1O0,0 60-0 S - 0. -o

E D50range)50( ,O

ED9,(range) < -, 0

Resistance factor I9

II

SED 50( ra n ge ) _

ED90 ( ra ng e )

Resistance factor 1 90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 14-

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER A.L........~......+.oa 2  PARASITE (SUB)SPECIES 5k..i..

FORMULATION ...'~ ROUTE OF ADMINISTRATION :SC/-IPtOI

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Dailyd ose No. of No.-Of Mean control TreatedPR
mg/kg DO-D+3 mice -experiments parasite rate % rontroII-R "

1.0 -4- 0

___ _ 3o,4o -- _,o 1 40,4 1-- Its

! .O+ ,c <5 ...- 2, +_ob

0>1k I ED 50( range) -q.-(2 -I - Is

ED90(range) 2 4 ,0 (,- 0 -

Resistance factor I

1,0 *10.0 L_, 2 5

_ 3. 0 o .0 -- o o - . , ,

.S 10.0 1.o S - 3 ,9 +_ t .0

SO + KO.) 5 -__ __1 -o

ED50 (range) ' 10

ED9 (range) 2 4, 0 (, 4

Resistance factor 190

Principal Investigator: Professor W.Peters

Department ol Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 135

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . o. . PARASITE (SUB)SPECIES ..ORj

FORMULATION .(,...Q/h. 2 Q.. ROUTE OF ADMINISTRATION : SC/-P-/-H

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated P%,mg/kg DO-D+3 mice -experiments parasite rate % Control l0'

'1 *30.O 5 - t. 1.1

_.0 __ oo 5 -+___ _ t S,3
f',. o~ 0 - 411 .± 1-4

\ 60.0 W o.0 5 (1 _0_ .o

_____ ,) 0- 5.o S ___ ___,1% - 6,(o

______10 2___q ______

ED50(range) 5 'j( .0-

ED90 (range) -, 0 (, 0  ,

Resistance factor I90

, 00- 100

SIDo -+Io~o S 64.6 + io,9

_ OO _16 0,0 S -05

_ _ 0,0 -1(0.O '5 -_i,__ _ 0.7
6o.0 t- ioo,o 5 - 6E -' .,3

ED50 (range) 0h3(so - 2-2.

EDgo ( range) ,S( ,G( -4,( )

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



r)0
0

L

0'-2

0

0.

WR 250548

~ K0 ~o'~e5 t~ ~c~OCrti~ o~~ooVuc\1 2432S1.



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1&,

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WP, 2-5C 1r-7 (6L 29_5I )

OR NUMBER .. ................. PARASITE (SUB)SPECIES .I..Q ....

FORMULATION ... .. .. ROUTE OF ADMINISTRATION : SC/4+-VPfO-V

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of Mean control Ireated PR lOc
mg/kg DO-0+3 mice -experiments parasite rate % Control P

0o, 5 9--o -t-'2,o
__ _,Q3 5 - ,-o-- ,.

380I~ 5 - . ± ,

10~ 5 __ __0

ED50(range) IO(I \,-t%.')

! ED90(range) c o,C) W).C,0- 1I

Resistance factor I90

EDso(range)

ED90(ranje)

Resistance factor I90

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13-7

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 2SOS4 s (eL3

OR NUMBER .. 9.. .... I........... PARASITE (SUB)SPECIES .

FORMULATION .1.......}.(. ROUTE OF ADMINISTRATION: SC/fPOL4I/W

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Saa iy ose No. of No. of Mean control Treated 'RhlO^
mg/kg DO-D+3 mice -experiments parasite rate % Control p.u

. o- 10,2.-- 4.1

io~o S -,2- 0,3

ED50(range)0 ,( 0 Q- - O s'

ED90(range)_c)( ,

Resistance factor I

E (n

ED50(range)

EDgo ( range )

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1313

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER . . PARASITE (SUB)SPECIES .. 34 .2 ....

FORMULATION ........ 90J.H Q. ROUTE OF ADMINISTRATION : SCj/+PfP'fV

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Uaily dose 3o. of No. of Mean control IlP

Strain mg/kg DO-D+3 mice .experiments parasite rate % 0

_ _ )I I , a -- I

0,B * 0,i -t * -' 2, 0

N 1.0 Oil - - t.-3

10-o *o.( 5 - ,2-
I~~c). ,

:, ~EDs0 range ) , ., -4-

ED90 (range) 95(4 0 -cO

Resistance factor 190

0,I 0o,3 S - __,c__C-

N___ o ) 0.3 -

NSC C) .3 (2-0__ __. , , S - 1S.3 -+- .,

o . 0.3 5 -_(O_ _ -- 0

ED5 0 (range) 0,4(* 0, -I I

ED9 0 (ra n ge) S 5(.o - 2. u,'5)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 139

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER .LOIN2160...LQ ..2=.I PARASITE (SUB)SPECIES .7.,....

FORMULATION ..... .i.. . ROUTE OF ADMINISTRATION : SC/f-PtPt

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain 'aily dose No. o" No. of Mean control 'reated PR100mg/kg DO-D+3 mice -experiments parasite rate % Control P

_ 0,1 -v IO 5 -___._ 14.C

N,1 - ,- - i,

to -' ,0 - :, s _,S

1i0o - ,5 - 10 t 0,

:_ '2.t, C>-2-

ED50(range), 0 5 (O 2Z- 18)

ED90(range) O,-q - z0,

Resistance factor I90

____- __,__ S _ _ - l4. ± O .-

N I-o . 5 ±-

10-0 + S.0 - 0

ED50 (range) 0,01 (<O,0 (0 , i)-.'

ED90 (range) O0, 0 4(0 -0  - C .12)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 140

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER L... . PARASITE (SUB)SPECIES R, .. .

FORMULATION -T -i .k O J ROUTE OF ADMINISTRATION : SC/- fPi+

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

SStrain Uaily dose No. of No. of Mean control Ireated PR%,
mg/kg DO-D+3 mice experiments parasite rate % Control PRT "l O

o, 0-lO.O 5 0
___.____. S - 0

N 1.0 * oeo - o
____ ,0 "tI0,0 5 - 0

)00OOoo 5 - 0

EDso(range)

EDgo(range)

Resistance factor I

ED50(range)

ED90 (range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 141

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... 'M...).(...L...... PARASITE (SUB)SPECIES .

FORMULATION .. ROUTE OF ADMINISTRATION : SC/-I-POI

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Uai ly dose No. of No. of Mean control ireated PR IoStrain mg/kg DO-D+3 mice -experiments parasite rate % Control PR'00

0,1 - o S-90-9+ 2.1

+, Z JlS - ( 6, 14 6,

N 1c,0> - 0,! 5 I- ±4.
_____ O.I S -0,-, I. I

____ ____ ,_ S - 0

ED90(range) 14 C, ,

Resistance factor I90

, "- 1, G.0

N IVo - o0 . -\,t .-.

_ _ _ _,,_ _ -_,- _ _ _ S -__ _.,__ _ _ _ _ _ _0 ,(=,

Io. .0% 5 -____0*
10 __3____0_

ED50 (range) O,3(0O, -L"'

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 142

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER ... . R. PARASITE (SUB)SPECIES
FORMULATION . /-A2Q ROUTE OF ADMINISTRATION SC/.PL/

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Uaily dose No. of No. of Mean control Ireared PR.1 DO

mg/kg DO-D+3 mice -experiments parasite rate % Control P'

O_ Q b,0 - - 1.2±S,-
O), I O 1,0___ - 4T1,2 c ,<

N I i- I-0 5 - to _22

, - k, 5 - 0,Lto,9

S5 -0 _

ED50(range) 0 ,( 0 11 _0 -0  s)

ED90(range) 0 j

Resistance factor I90

I'q \'0 o+ :_,o_5 - - '.,5 2.0,

,0 0 5 - o

_ _ _ _.-_- _ _~ 5 0
_ _ _ i0~z 0 _____ __,______ __

EDso(range)0 ,o90,05 -0, (o)

ED90 (range) 0 ,4 2 (0 , -C

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine



SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 14-3

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER LON.2-1 ...-. W.. .21 (z 0. PARASITE (SUB)SPECIES

FORMULATION--TuPe..../.b.C ROUTE OF ADMINISTRATION : SC/-4P/- P

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. ofT o. of Mean control Treated PR%100

mg/kg DO-D+3 mice experiments parasite rate % Control PR

0,1 '00 5 -, 3 t 4

0 . 0.0 C) L:,0- It,
I, (0-0 5 ,C -:- 0,(o

3,0- 1I0., 5- 0

____ eO -0I0 '5 - 0

ED50o(range)o, 0 1 (t, 0012.)

ED90(range) 0, (0 0  - O, 4)

Resistance factor 19

ED50(range)

ED90(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of :'edica] Protozoology

London School of Hygiene & Tropical Medicine
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